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Figure lA 
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40 



ATG TCT GC A CTT CTG ATC CTA GCT CTT GTT GGA GCT GCA GTT GCT 
Met Ser Ala Leu Leu lie Leu Ala Leu Val Gly Ala Ala Val Ala> 
a a a a^TRYPSIN SIGNAL SEQUENCE a a_;^ a_a > 



50 



60 



70 



80 



90 



AGA GAC TGT GCA GAT GTA TAT CAA GCT GGT TTT AAT AAA AGT GGA 
Arg Asp Cys Ala Asp Val Tyr Gin Ala Gly Phe Asn Lys- Ser Gly> 
b ■ b b ANGl FIBRINOGEN-LIKE DOMAIN_b__b„; b b > 



100 



110 



120 



130 



ATC TAG ACT ATT TAT ATT AAT AAT ATG CCA GAA CCC AAA AAG GTG 
lie Tyr Thr lie Tyr lie Asn Asn Met Pro Glu Pro Lys Lys Val> 
b b b ANGl FIBRINOGEN-LIKE DOMAIN_b__b b > 



Iff 



r 

p 

S3 



140 



150 



160 



170 



180 



TTT TGC AAT ATG GAT GTC AAT GGG GGA GGT TGG - ACT GTA ATA CAA 
Phe Cys Asn Met Asp Val Asn Gly Gly Gly Trp Thr Val He Gln> 
b b b A NGl FIBRINOGEN-LIKE DOMAIN_b ^b ^b ^b > 



190 



200 



210 



220 



CAT CGT GAA GAT GGA AGT CTA GAT TTC CAA AGA GGC TGG AAG GAA 
His Arg Glu Asp Gly Ser Leu Asp Phe Gin Arg Gly Trp Lys Glu> 
. b b b A NGl- PIBRINOGEN-LIKE DbMAJ:N_b,^b_^b_b— ,> 



230 



240 



250 



260 



270 



TAT AAA ATG GGT TTT GGA AAT CCC TCC GGT GAA TAT TGG CTG GGG 
Tyr Lys Met Gly Phe Gly Asn Pro Ser Gly Glu Tyr Trp Leu Gly> 
b b b ANGl FIBRINOGEN-LIKE DOMAIN_b__b ^b ^b > 



280 



290 



300 



310 



AAT GAG TTT ATT TTT GCC ATT ACC AGT CAG AGG CAG TAG ATG CTA 
Asn Glu Phe He Phe Ala He Thr Ser Gin Arg Gin Tyr Met Leu> 
b b b ANGl FIBRINOGEN-LIKE nOMATN b ' b b ^b > 



320 



330 



340 



350 



360 



AGA ATT GAG TTA ATG GAC TGG GAA GGG AAC CGA GCC TAT TCA CAG 
Arg He Glu Leu Met Asp Trp Glu Gly Asn Arg Ala Tyr Ser Gln> 
' b b b ANGl FIBRINOGEN-LIKE DOMAIN_b_ b b ^b. > 



370 



380 



390 



400 



TAT GAC AGA TTC CAC ATA GGA AAT GAA AAG CAA AAC TAT AGG TTG 
Tyr Asp Arg Phe His lie Gly Asn Glu Lys Gin Asn Tyr Arg Leu> 
b b b ANGl FIBRINOGEN-LIKE DOMAIN_b__b b b _> 



410 



420 



430 



440 



450 



TAT TTA AAA GGT CAC ACT GGG ACA GCA GGA AAA CAG AGC AGC CTG 

Tyr Leu Lys Gly His Thr Gly Thr Ala Gly Lys Gin Ser Ser Leu> 
b b . b A NGl FIBRINOGEN-LIKE DOMAIN_b b b b > 



r 
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Figure IB 

460 470 480 490 

* *' * * * * * * * ■ 

ATC TTA CAC GGT GCT GAT TTC AGC ACT AAA GAT GCT GAT AAT GAC 
lie L,eu His Gly Ala Asp Phe Ser Thr Lys Asp Ala Asp Asn Asp> 
1> b b ANGl FIBRINOGEN-LIKE DOMAIN b b b b > 

500 510 520 530 540 
*, * * * * *. * * * 
AAC TGT ATG TGC AAA TGT GCC CTC ATG TTA ACA GGA GGA TGG TGG 
Asn Cys Met Cys Lys Cys Ala Leii Met Leu Thr Gly Gly Trp Trp> 
1> b b_ ANGl FIBRINOGEN-LIKE DOMAIN b b b b > ' 

550 560 ^ 570 580 

* * *. * * .* * ■ * * 
TTT GAT GCT TGT GGC CCC TCC AAT CTA AAT GGA ATG TTC TAT ACT 
Phe Asp Ala Cys Gly Pro Ser Asn Leu Asn Gly Met Phe Tyr Thr> 
^ ^ ^ ^ANGl FIBRINOGEN-LIKE DOMAIN b b b b > 

.590 600 610. 620 630 

* * * ; ' * .* * * * ■ ♦ 

GCG GGA CAA AAC CAT GGA AAA CTG AAT GGG ATA AAG TGG CAC TAC 
Ala Gly Gin Asn His Gly Lys Leu Asn Gly lie Lys Trp His Tyr> 
^ ^ _b ANGl FIBRINOGEN-LIKE DOMAIN b b b b > 

640 650 660 670 

*■ ■* ■■ *' * .« * *■ . * .. ■* 

TTC AAA GGG CCC AGT TAC TCC TTA CGT TCC ACA ACT ATG ATG ATT 

^y? Ser Tyr Ser Leu Arg Ser Thr Thr Met Met Ile> 

— _b__b,: ^b.: ANGl FIBRINOGEN-LIKE DOMAIN b" b b b- > - 

€80 690 700 710 720 

*. * '* * ■■* * *' 

CGA CCT TTA GAT TTT GGC CCC GCG CCT TTT AGA GAC TGT GCA GAT 
Arg Pro Leu Asp Phe> 
AWGl FIBRIN O > 

Gly Pro Ala Pro> . 
^GPAP BRI > 

Phe Arg Asp Cys Ala Asp> 
__ANG1 FIBRINOGEN- > 

730 740 750 760 

• * . * * * * * * * * 

GTA TAT CAA GCT GGT TTT AAT AAA AGT GGA ATC TAC ACT ATT TAT 
Val Tyr Gin Ala Gly Phe Asn Lys Ser Gly lie Tyr Thr lie Tyr> 
— -d- d d ANGl FIBRINOGEN-LIKE DOMAIN d d d d > 

770 780 790 800 810 

ATT AAT AAT ATG CCA GAA CCC AAA AAG GTG TTT TGC AAT ATG GAT 
lie Asn Asn Met Pro Glu Pro Lys Lys Val Phe Cys Asn Met Asp> 
_ — d d d _ANG1 FIBRINOGEN-LIKE DOMAIN_d_ d d d > 

820 830 840 850 

* * *. ,* * * * ♦ 

val Asn Gly Gly Gly Trp Thr Val He Gin His Arg Glu Asp Gly> 
-a— a— ^d__ANGl FIBRINOGEN-LIKE DOMAIN d d d__d_l> 
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Figure IC 

860 870 880 890 900 

* * ■ * * * * *' * * 

AGT CTA GAT TTC CAA AGA GGC TGG AAG GAA TAT AAA ATG GGT TTT 
Ser Leu Asp Phe Gin Arg Gly Trp Lys Glu Tyr Lys Met Gly Phe> 
d d d_ANGl FIBRINOGEN-LIKE DOMAIN_d d d d > 

910 920 930 940 

* * * * * ■ * * * * 

GGA AAT CCC TCC GGT GAA TAT TGG CTG GGG AAT GAG TTT ATT TTT 
Gly Asn Pro Ser Gly Glu Tyr Trp Leu Gly Asn Glu Phe He Phe> 
<3i cl__d__ANGl FIBRINOGEN-LIKE DOMAIN d d d d > 

950 960 970 980 990 

* * * * * * * *. * 

GCC ATT ACC AGT CAG AGG CAG TAG ATG CTA AGA ATT GAG TTA ATG 
Ala He Thr Ser Gin Arg Gin Tyr Met Leu Arg lie Glu Leu Met> 
d d d A NSI FIBRXNOGEN-LIKE DOMAIN d d d d > 

1000 1010 1020 1030 

* * * * * * '* * 

GAC TGG GAA GGG AAC CGA GCC TAT TCA CAG TAT GAC AGA TTC CAC 
Asp Trp Glu Gly Asn Arg Ala Tyr Ser Gin Tyr Asp Arg Phe His> 
d. d_d_ANGl FIBRINOGEN-LIKE DOMAIN_d_ 

1040 1050 1060 1070 1080 

* * ♦ * * * * * ^ 

ATA^GGA_ AAT GAA AAG CAA AAC TAT AGG TTG TAT TTA AAA GGT CAC 
He Gly Asn Glu Lys Gin Asn Tyr Arg Leu Tyx Leu Lys Gly His > ' 
d d d ^ANGl FIBRINOGEN-LIKE DOMAIN d d d d > 

1090 1100 1110 1120 

* * * * « ♦ * * ♦ 

ACT GGG ACA GCA GGA AAA CAG AGC AGC CTG ATC TTA CAC GGT GCT 
Thr Gly Thr Ala Gly Lys Gin Ser Ser Leu He Leu His Gly Ala> 
d d d A NGl FIBRINOGEN-LIKE DOMAIN d d d d > 

1130 1140 1150 1160 1170 

* * * * *,* ' * ♦ 
GAT TTC AGC ACT AAA GAT GCT GAT AAT GAC AAC TGT. ATG TGC AAA 
Asp Phe Ser Thr Lys Asp Ala Asp Asn Asp Asn Cys Met Cys Lys> 
d d d ANGl FIBRINOGEN-LIKE DOMAIN d d d d > 

1180 1190 1200 1210 
*.* ** * * * * *■* 
TGT GCC CTC ATG TTA ACA GGA GGA TGG TGG TTT GAT GCT TGT GGC 
Cys Ala Leu Met Leu Thr Gly Gly Trp Trp Phe Asp Ala Cys Gly> 
d d d ANGl FIBRINOGEN-LIKE DOMAIN d d d d > 

1220 1230 1240 1250 1260 

' * ♦ * * .*, * * * * 

CCC TCC AAT CTA AAT GGA ATG TTC TAT ACT GCG GGA CAA AAC CAT 
Pro Ser Asn Leu Asn Gly Met Phe Tyr Thr Ala Gly Gin Asn His> 
d d d ANGl FIBRINOGEN-LIKE DOMAIN d d d d _> 
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Figure ID 



1270 1280 1290 1300 

* * * * * •* * * « 
GGA AAA CTG AAT GGG ATA AAG TGG CAC TAG TTC AAA GGG CCC AGT 
Gly Lys Leu Asn Gly lie Lys Trp His Tyr Phe Lys Gly Pro Ser> 

— d d d jVNGl FIBRINOGEN-LIKE DOMAIN d d d d > 

1310 1320 1330 1340 1350 

* .. * * * * * * * * 

TAG TCC TTA CGT TCC ACA ACT ATG ATG ATT GGA OCT TTA GAT TTT 
Tyr Ser Leu Arg Ser Thr Thr Met Met lie Arg Pro Leu Asp Phe> 
d d d A NGl FIBRINOGEN-LIKE DOMAIN d d d d > 

1360 1370 1380 1390 

* * .* * * * * * * 

GGA CCG GGC GAG CCC AAA TCT TGT GAC AAA ACT CAC ACA TGC CCA 
Gly Pro Gly> 

C3 e e > ' _ 

Glu Pro Lys Ser Cys Asp Lys Thr His Thr Cys Prp> 
B f -f f FC TAG C SPLIT] _f_f f; f > 

fin . ■ ■ . ■ 

pfj 1400 1410 1420 1430 1440 

5^ * ■* * * * *■ * *.* 

■ CCG TGC CCA GCA CCT GAA CTC CTG GGG GGA CCG TCA GTC TTC CTC 
Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu> 
f f f f ^FC TAG (SPLIT]. f f f ;f ^> 

1450 1460 1470 1480 

p:i ■* * *-•* * ♦ * * * 

^ TTC CCC CCA AAA CCC AAG GAC ACC CTC ATG ATC TCC CGG ACC CCT 
fi Ptie Pro Pro Lys Pro Lys Asp Thr Leu Met lie Ser Arg Thr Pro> 
-t" f -f £ f_f FC TAG {SPLIT] f f f f f > 

o ■ ' 

1490 1500 1510 1520 1530 

/ ' , * * * * . * ' * . . * ■ * . ■ * 

GAG GTC ACA TGC GTG GTG GTG GAC GTG AGC CAC GAA GAC CCT GAG 
Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu> 
f _f f f f _FC TAG [SPLIT] f ■ f f f. f_ > 

1540 1550 1560 1570 

* . , * * . * , * * * * ■ • * . 

GTC AAG TTC AAC TGG TAC GTG GAC GGC GTG GAG GTG CAT AAT GCC 
Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala> 
_f f f_f f FC TAG (SPLIT] .f f _f f_ f_ > 

1580 1590 1600 1610 1620 

* ■* * •* * * * ..*'■* 
AAG ACA AAG CCG CGG GAG GAG CAG TAC AAC AGC ACG TAG CGT GTG 
Lys Thr Lys Pro Arg Glu Glu Gin Tyr Asn Ser Thr Tyr Arg Val> 
.f. f_ -f f f FC TAG (SPLIT) f f f f f > 

1630 1640 1650 1660 

* * * ***** * 

GTC AGC GTC CTC ACC GTC CTG CAC CAG GAC TGG CTG AAT GGC AAG 
Val Ser Val Leu Thr Val Leu His Gin Asp Trp Leu Asn Gly Lys> 
f f f f .f FC TAG (SPLIT] t_ f f_ f f > 





wo 00/37642 PCT/US99/30900 



5/42 
Figure IE 

1670 1680 1690 1700 



1710 



GAG TAG AAG TGC AAG GTC TCC AAC AAA GCC CTC CCA GCC CCC ATC 
Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile> 
f ^-^ f_f f FC TAG [SPLIT] f f £ . f f > 

1720 1730 1740 1750 
* * * * . * * * .* * 
GAG AAA ACC ATC TCC AAA GCC AAA GGG CAG CCC CGA GAA CCA CAG 
Glu Lys Thr He Ser Lys Ala Lys Gly Gin Pro Arg Glu Pro Gln> 
-f- — f f f „f FC TAG [SPLIT] _f f f_ f f >' 



1760 1770 1780 1790 



1800 



GTG TAG ACC CTG CCC CCA TCC CGG GAT GAG CTG ACC AAG AAC CAG 
Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln> 
f f f f. f_FC TAG [SPLIT] f_f f f f > 

1810 1820 1830 1840 



fl ■ ^'TC AGC CTG ACC TGC CTG GTC AAA GGC . TTC TAT CCC AGC GAC ATC 

|0 Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro /Ser Asp Xle> 

01 f_f_ f f f_FC TAG ( SPLIT! t f f f f 

%J 1850 I860 1870 1880 1890 

: '1 _ ■ _ * ■• * * • * * ■ ♦ * *• * 

■ ; GCC GTG GAG TGG GAG AGC AAT GGG CAG CCG GAG AAC AAC TAC AAG 

!:t . Trp Glu Ser Asn Gly Gin Pro Glu Asn Asn Tyr Lys> 

P -f f f f FC TAG tSPLITI f f _f, f f > 



1900 1910 1920 1930 



ACC ACG CCT CCC GTG CTG GAC TCC GAC GGC TCC TTC TTC CTC TAC 
Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr> 
^^—^ -f __f _f _FC TAG ( SPLIT ] f f f f f _> 

1940 1950 I960 1970 1980 

* * * * * * * * * 
AGC AAG CTC ACC GTG GAC AAG AGC AGG TGG CAG CAG GGG AAC GTC 
Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gin Gin Gly Asn Val> 
f -f- f _f _f _FC TAG ( SPLIT] __f_f f ^ f ' > 

1990 2000 2010, 2020 

* ■ , * • * * ; * ■ . *. *-■'' ".* * 

TTC TCA TGC TCC GTG ATG CAT GAG GCT CTG CAC AAC CAC TAC ACG 
Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr> 
— f f_f_ f f FC TAG [SPLIT]- .f. f f f f > 

2030 2040 2050 

■ * ' * ■ * .*,,■*• * ' ' 
CAG AAG AGC CTC TCC CTG TCT CCG GGT AAA TGA 
Gin Lys Ser Leu Ser Leu Ser Pro Gly Lys ***> 
f f FC TAG [SPLIT] .f. f > 
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. Figure 2A 

10 20 30 40 
* * * * * * * *' , * 
ATG TCT GCA CTT CTG ATC CTA GCT CTT GTT GGA GCT GCA GTT GCT 
Met Ser Ala Leu Leu lie Leu Ala Leu Val Gly Ala Ala Val Ala> 
a a a a TRYPSIN SIGNAL SEQUENCE:__^a„_a:_a. a_: > 

50 60 70 „ 80 90 

. * - . * ■ * . , . * _ * * . * - • * * ■ / 

AGA GAC TGT GCT GAA GTA TTC AAA TCA GGA CAC ACC ACA AAT GGC ' 
Arg Asp Cys Ala Glu Val Phe Lys Ser Gly His Thr Thr Asn Gly> 
b b b ANG2 FIBRINOGEN-LIKE DOMAIN # l_b__b .b > . 

100 110 120 130 

. ' . * ■ . * . * * ^ * * * **. ■ 

ATC TAC ACG TTA ACA TTC CCT AAT TCT ACA GAA GAG ATC AAG GCC 
. He Tyr Thr Leu Thr Phe Pro Asn Ser Thr Glu Glu He Lys Ala> 
b b b ANG2 FIBRINOGEN-LIKE DOMAIN #1 b b b > 

140 150 160 170 180 

■ TAC TGT GAC ATG GAA GCT GGA GGA GGC GGG TGG ACA ATT ATT CAG 

p. Tyr Cys Asp Met Glu Ala Gly Gly Gly Gly Trp Thr He He Gln> , 

pi b b b ANG2 FIBRINOGEN-LIKE DOMAIN #1 b b b >. 

to ■ ' • . ^ ■ ^' ' " . . ■ 

190 200 210 220 

fl' * * * ■ * ■ * * . * * ^ * . . * 

^1 CGA CGT GAG GAT GGC AGC GTT GAT TTT CAG AGG ACT TGG AAA GAA 

^§ . Arg Glu Asp Gly_ Ser Val Asp, Phe Gin Arg Thr Trp Lys Glu> 

b b b ANG2 FIBRINOGEN-LIKE DOMAIN #1 b b b > ^ 

230 240 250 260 270 

* * - ★ ' * -* * ■ * ' , * V , ■ * ■ . * ■ 

TAT AAA GTG GGA TTT GGT AAC CCT TCA GGA GAA TAT TGG CTG GGA 
Tyr Lys Val Gly Phe Gly Asn Pro Ser Gly Glu Tyr Trp Leu Gly> 
Q b b b ANG2 FIBRINOGEN-LIKE DOMAIN #1 b b b _> 

280 290 300 310 ^ ■ 

♦ ■ ■ * * . *■*.*■* * _ * ' * ' 

AAT GAG TTT GTT TCG CAA CTG ACT AAT CAG CAA CGC TAT GTG CTT 
, Asn Glu Phe Val Ser Gin Leu Thr Asn Gin Gin Arg Tyr Val Leu> 
b b b ANG2 FIBRINOGEN-LIKE DOMAIN ftl b b b > 

320 330 340 350 3*60 

. * . ★ " ' * . *■ ' * * . * * ^ 

AAA ATA CAC CTT AAA GAC TGG GAA GGG AAT GAG GCT TAC TCA TTG 
Lys He His Leu Lys Asp Trp Glu Gly Asn Glu Ala Tyr Ser Leu> , 
b b b ANG2 FIBRINOGEN-LIKE DOMAIN #1 b b b ;> 

370 380 390 400 

* « * '* * * *.,** * 

TAT GAA CAT TTC TAT CTC TCA AGT GAA GAA CTC AAT TAT AGG ATT 
Tyr Glu His Phe Tyr Leu Ser Ser Glu Glu Leu Asn Tyr Arg Ile> 
b b b ANG2 FIBRINOGENtLIKE nOMATN ttl b b b > 

410 420 430 440 450 

CAC CTT AAA GGA CTT ACA GGG ACA GCC GGC AAA ATA AGC AGC ATC 

His Leu Lys Gly Leu Thr Gly Thr Ala Gly Lys lie Ser Ser Ile> 
b b .b_ANG2 FIBRINOGEN-LIKE DOMAIN #1 b b b: > 
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Figure 2B 

460 470 480 490 

* ♦ -* ,♦ * * « * it 

AGC CAA CCA GGA AAT GAT TTT AGC ACA AAG GAT GGA GAC AAC GAC 
Ser Gin Pro Gly Asn Asp Phe Ser Thr Lys Asp Gly Asp Asn Asp> 
b. b__b_ANG2 FIBRINOGEN-LIKE DOMAIN ftl b b b > 

500 510 520 530 540 

* * ♦ * * * * it * *' 

AAA TGT ATT TGC AAA TGT TCA CAA ATG CTA ACA GGA GGC TGG TGG 
Lys Cys He Cys Lys Cys Ser Gin Met Leu Thr Gly Gly Trp Trp> 
b b b ANG2 FIBRINOGEN-LIKE DOMAIN #1 b b b > 

550 560 570 580 

*- * * * * *■ * * * 

TTT GAT GCA TGT GGT CCT TCC AAC TTG AAC GGA ATG TAG TAT CCA 
Phe Asp Ala Cys Gly Pro Ser Asn Leu, Asn Gly Met Tyr Tyr Pro> 
_b__b__b_ANG2 FIBRINOGEN-LIKE DOMAIN #1 b b b > 

590 600 610 620 630 

y CAG AGG CAG AAC ACA AAT AAG TTC AAC GGC ATT AAA TGG .TAC TAC 

Gin Arg Gin Asn Thr Asn Lys Phe Asn Gly He Lys Trp Tyr Tyr> 
10 _b_ b__t»_,ANG2 FIBRINOGEN-LIKE DOMAIN #1 b b b > 

tn 640 650 660 670 



5: j TGG AAA GGC TCA GGC TAT TCG CTC AAG GCC ACA ACC ATG ATG ATC 

^'t - _ - Ser Gly Tyr Ser Leu Lys Ala Thr Thr Met Met Ile> 

" _b_b_b_ANG2- FIBRINOGEN-LIKE DOMAIN #1 b b b > 

M 680 690 700 710 720 

rV-r * * ■"* « * . * * . "* * . 

CGA CCA GCA GAT TTC GGG GGC CCC GCG CCT TTC AGA GAC TGT GCT 
!;'f Arg Pro Ala Asp Phe> 

__ANG2 FIBRINO > 
|J Gly Gly Pro Ala Pro> 

" ' GGPAP BRIDGE > 

Phe Arg Asp Cys Ala> 
__ANG2 FIBRINO. > 

730 740 750 760 

* ■ * * * , * * ★ . * .* 

GAA GTA TTC AAA TCA GGA CAC ACC ACA AAT GGC ATC TAC ACG TTA 
Glu Val Phe Lys Ser Gly His Thr Thr Asn Gly He Tyr Thr Leu> 
d d d ANG2 FIBRINOGEN-LIKE DOMAIN#2 d d d > 

770 780 790 800 810 

* * . ■ * * * . ' * *•.,■*■ '* , 

ACA TTC CCT AAT TCT ACA GAA GAG ATC AAG GCC TAC TGT GAC ATG 
Thr Phe Pro Asn Ser Thr Glu Glu lie Lys Ala Tyr Cys Asp Met> 
d d d ANG2 FIBRINOGEN-LIKE bQMAIN#2 d d d > 

820 830 840 850 



GAA GCT GGA GGA GGC GGG TGG ACA ATT ATT CAG CGA GGT GAG GAT 
Glu Ala Gly Gly Gly Gly Trp Thr, He He Gin Arg Arg Glu Asp> 
: ^ ^ ANG2 FIBRINOGEN-LIKE D0MAIN#2 _d d d > 
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Figure 2C 

860 870 880 890 900 

* * * * * * ■ * * * 

GGC AGC GTT GAT TTT GAG AGG ACT TGG AAA GAA TAT AAA. GTG GGA 
Gly Ser Val Asp Phe Gin Arg Thr Trp Lys Glu Tyr Lys Val Gly> 
d d- d AMG2 FIBRINOGEN-LIKE DOMAIN* 2 __d__d d_ > 

910 920 930 940 

* ■■* * * * * *.* * 

TTT GGT AAC CCT TCA GGA GAA TAT TGG CTG GGA AAT GAG TTT GTT 
Phe Gly Asn Pro Ser Gly Glii Tyr Trp Leu Gly Asn Glu Phe Val> 
d d d ANG2 FIBRINOGEN-LIKE DOMAIN#2 d d d > 

950 960 970 980 990 

* * * * *-* * .* * 

TCG CAA CTG ACT AAT CAG CAA CGC TAT GTG CTT AAA ATA CAC CTT 
Ser Gin Leu Thr Asn Gin Gin Arg Tyr Val Leu Lys lie His Leu> 
d d d AKrG2 FIBRINOGEN-LIKE DOMAIN#2 d d d > 

1000 1010 1020 1030 

* * * * * * * 

AAA GAC TGG GAA GGG AAT GAG GCT TAC TCA TTG TAT GAA CAT TTC 
Lys Asp Trp Glu Gly Asn Glu Ala Tyr Ser Leu Tyr Glu His Phe> 
_d_ANG2 FIBRINOGEN-LIKE DOMAIN#2 d d d > 



1040 1050 1060 1070 1080 

* *'* « * * *,.* 

M TAT CTC TCA AGT GAA GAA CTC AAT TAT AGG ATT CAC CTT AAA GGA 

j " ■ Tyr -Leu Ser Ser Glu Glu Leu Asn Tyr Arg lie His Leu Lys Gly> 

U _d__d__d_^ANG2 FIBRINOGEN-LIKE DOMAIN#2 d d d > 

y 1090 1100 1110 1120 

. ^ * ■ * ♦ ^ * * ■ * * . * - -* 

p CTT ACA GGG ACA GCC GGC AAA ATA AGC AGC ATC AGC CAA CCA GGA 

0 Leu Thr Gly Thr Ala Gly Lys lie Ser Ser lie Ser Gin Pro Gly> 

U d d d ANG2 FIBRINOGEN-LIKE DOMAIN#2 d d d > 

1130 1140 1150 1160 1170 

* * * * * * * * 

AAT GAT TTT AGC ACA AAG GAT GGA , GAC AAC GAC AAA TGT ATT TGC 
Asn Asp Phe Ser Thr Lys Asp Gly Asp Asn Asp Lys Cys lie Cys> 
d d d AMG2 FIBRINOGEN-LIKE DOMAIN#2 d d d > 

1180 1190 1200 1210 

* *' * * * * ♦ * * 

AAA TGT TCA CAA ATG CTA ACA GGA GGC TGG TGG TTT GAT GCA TGT 
Lys Cys Ser Gin Met Leu Thr Gly Gly Trp Trp Phe Asp Ala Cys> 
d d d ANG2 FIBRINOGEN-LIKE DOMAIN#2 d d d > 

1220 1230 1240 1250 1260 . 
*■ .' *, * * * *■ *. "* '* 
GGT CCT TCC AAC TTG AAC GGA ATG TAC TAT CCA CAG AGG CAG AAC 
Gly Pro Ser Asn Leu Asn Gly Met Tyr Tyr. Pro Gin Arg Gin Asn> 
, .d d d_ANG2 FIBRINOGEN-LIKE DOMAIN#2 _d d . d > 
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Figure 2D 

1270 1280 1290 1300 

* * * * *., ★ .* *' * 

ACA AAT AAG TTC AAC GGC ATT AAA TGG TAG TAG TGG AAA GGC TCA 
Thr Asn Lys Phe Asn ciy lie Lys Trp Tyr Tyr Trp Lys Gly Ser> 
d d d ANG2 FIBRINOGEN-IiIKE DOMAINS 2 __d__d__d .> 

.1310 1320" .1330 1340 1350 

■ * ' * ■ - * * , ' **,"** . * ' / . * * ' " 

GGC TAT TCG CTC AAG GCC ACA ACC ATG ATG ATC CGA CCA GCA GAT 
Gly Tyr Ser Leu Lys Ala Thr Thr Met Met lie Arg Pro Ala Asp> 
.d _d__d_ANG2 FIBRINOGEN-LIKE. D0MAIN#2__d_d_d.^_> 

1360 1370 .1380 1390 

.* * * *■ * * .* * * 

TTC GGA CCG GGC GAG CCC AAA TCT TGT GAC AAA ACT CAC ACA TGC 
' . . Phe>- * ■ 

_> " 

Gly Pro Gly> \ 

., . ..^ . ■- . ■ . e e > 

' Glu Pro Lys Ser Cys Asp Lys Thr His Thr Cys> 
. .f f __f_ f .FC TAG_^f .f _f f > 

m . , ' ■ ■ ■ . ■ 

'■ 1400 1410 1420 1430 1440 

0.J ' • , " ■:.■*■ - * * _ . * . *" , ' *■ 

p CCA CCG TGC CCA GCA CCT GAA CTC CTG GGG GGA CCG TCA GTC TTC 

Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser Val Phe> 
>J f f_f_f f f FC TA G f f f f_ £ f > 



■y3 



-r450 1460' - " 1470 " 1480 



y CTC TTC CCC CCA AAA CCC AAG GAC ACC CTC ATG ATC TCC CGG ACC 

£.1 Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met lie Ser Arg Thr> 

U . ^ _f_f-_ f_f_f_f^FC TAGL_f f _f^_f,-^f.^f__> 

■ ' ' ' " ' ■ . ■ ' ■ 

1490 1500 1510 1520 1530 

' ■. . ■ * • *', '* * . . * . * . ' * ' ■ * . 

CCT GAG GTC ACA TGC GTG GTG GTG GAC GTG AGC C:AC GAA GAC CCT 
Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro> 
f f f f .f f_FC TAG f f f f f f _> 

1540 1550 1560 1570 

*,*'"*•*■ * * * ■ *' * * 

GAG GTC AAG TTC AAC TGG TAG GTG GAC GGC GTG GAG GTG CAT AAT 
Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asri> 
f f f f ^f__f_FC TAG_f_f f f f f > 

1580 1590 1600 1610 1620 

• ^ ; ' . ^ ' *- * , * ■■ * . , .. * ★ . * tc * 

GCC AAG ACA AAG CCG GGG GAG GAG CAG TAG AAC AGC ACG TAG CGT 
Ala Lys Thr Lys Pro Arg Glu Glu Gin TVr Ash Ser Thr Tyr Arg> 
f f .f f f_ f FC TAG f f f f £ _f. > 

1630 1640 1650 1660. 

, - ■ * * ■* ■ * _ ■ * * "■' *■ .* ■■ ' ■ 

GTG GTC AGC GTC CTC ACC GTG CTG CAG GAG GAC TGG CTG AAT GGC 
Val Val Ser Val Leu Thr Val Leu His Gin Asp Trp Leu Asn Gly> 
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Figure 2E 

1670 1680 1690 1700 1710 

* •* * * * * 
AAG GAG TAG AAG TGC AAG GTC TCC AAC AAA GCC CTC CCA GCC CCC 
Lys Glu Tyr Lys Cys Lys Val Ser Asn Dys Ala Leu Pro Ala Pro> 
— f -f- — f_f_^f f^FC TAG. f f f f f f > 

1720 1730 1740 1750 

* * * . *■ * * * * : ★ 

ATC GAG AAA ACC ATC TCC AAA GCC AAA GGG CAG CCC CGA GAA CCA 
He Glu Lys Thr He Ser Lys Ala Lys Gly Gin Pro Arg Glu Pro> 
_ — f_f _f f _f_FC TAG f .f _f ^f_^ f_ f > 

^■^^O 1770 1780 1790 1800 

. * * * * * ^ ^ ^ ^ 

CAG GTG TAC ACC CTG CCC CCA TCC CGG GAT GAG GTG ACC AAG AAC 
Gin Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn> 
f — — f f __f f .f FC TA G f f f f f , f > 

' * - 

1810 1820 1830 1840 



* 



is CAG GTC AGC CTG ACC TGC CTG GTC AAV GGC TTC TAT CCC AGC GAC 
S '^^^ Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp> 
f f .f- f f .f FC TAG__f _f f f f f > 

^rl l^S^ I860 1870 1880 1890 



ATC GCC GTG GAG TGG GAG AGC AAT GGG CAG CCG GAG AAC AAC TAC 
He AXa .Val -Glu Trp Glu Ser Asn Gly Gin Pro Glu Asn Asn Tyr> 
f -f- f f- f f FC TA G f f _f f f f > 



y 1900 1910 1920 



1930 



- - W w «r * 

AAG ACC ACG CCT CCC GTG CTG GAC TCC GAC GGC TCC TTC TTC CTC 
Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu> 
f f _f _f f . f FC TAG__f f_f f f __f > 

1940 1950 I960 1970 1980 

* * * * * * * ■* * 
TAC AGC AAG CTC ACC GTG GAG AAG AGC AGG TGG CAG CAG GGG AAC 
Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gin Gin Gly Asn> 
— f—f f- — f-^—f f_FC' TAG_^f .f f f f f > 

1990 2000 2010 2020 

* *. * * * * * * 

GTC TTC TCA TGC TCC GTG ATG CAT GAG GCT CTG CAC AAC CAC TAC 
Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr> 
-f -f f__f f. -f_FC TAG £ f f f f ■ £ > 

2030 2040 2050 2060 

* *' * * * * . *. 
ACG CAG AAG AGC CTC TCC CTG TCT CCG GGT AAA TGA 
Thr Gin Lys Ser Leu Ser Leu Ser Pro Gly Lys ***> 
f f f ', f FC TAG_f_ f_ f f__f _> 
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Figure 3A 

10 20 30 40 

ATG TCT GCA CTT CTG ATC CTA GCT CTT GTT GGA GCT GCA GTT ' GCT 
Met Ser Ala Leu Leu lie Leu Ala Leu Val Gly Ala Ala Val Ala> 
a a a a TRYPSIN SIGNAL SEQUENCE_a„_a_ a a > 

50 60 70 80 90 

* * * * * . * * * * 

AGA GAG TGT GCA GAT GTA TAT CAA GCT GGT TTT AAT AAA AGT GGA 
Arg Asp Cys Ala Asp Val Tyr Gin Ala Gly Phe Asn Lys Ser Gly> 
b . b b A NGl FIBRINOGEN-LIKE- DOMAIN b b b ^ > 

100 110 120 130 

' * * ' * ,* * * . * * '* 

ATC TAG ACT ATT TAT ATT AAT AAT ATG CCA GAA CCC AAA AAG GTG 
lie Tyr Thr lie Tyr lie Asn Asn Met Pro Glu Pro Lys Lys Val> 
b b b A NGl FXBRINOGEN-LIKE DOMAIN b b b b > 

140 iSO 160 170 180 

* . ■ ■ *-'*'.-. * * '* * * . * 

TTT TGC AAT ATG GAT GTC AAT GGG GGA GGT TGG ACT GTA ATA CAA 
Phe Cys Asn Met Asp Val Asn Gly Gly Gly Trp Thr Val lie Gln> 

b b b A NGl FIBRINCX3EN-LIKE DOMAIN b b h b > 

190 200 210 220 



CAT CGT. GAA GAT-_GGA AGT CTA GAT :TTC. CAA AGA GGC TGG AAG GAA _ 
His Arg Glu Asp Gly Ser Leu Asp Phe Gin Arg Gly Trp Lys Glu> 

b b b A NGl PTnRTMnaF.M-T.TKR DOMAIN b b b b > 



230 240 2:50 260 270 



TAT AAA ATG GGT TTT GGA AAT CCC TCC GGT GAA TAT TGG CTG GGG 
Tyr Lys Met Gly Phe Gly Asn Pro Ser Gly Glu Tyr Trp Leu Gly> 
b b b A NGl FIBRINOGEN-LIKE DOMAIN b ■ b b b > 

280 290 300 310 

' * ' • * ;* . . * * " ' . * * * . ■ * * 

AAT GAG TTT ATT TTT GCC ATT ACC AGT CAG AGG CAG TAG ATG CTA 
Asn Glu Phe lie Phe Ala lie Thr Ser Gin Arg Gin Tyr Met Leu> 
b b b ANGl FIBRINOGEN-LIKE DOMAIN b b b b * > 

320 330 340 350 360 

*. *•■*'* * *, * *■* 

AGA ATT GAG TTA ATG GAC TGG GAA GGG AAC GGA GCC TAT TCA CAG 
Arg lie Glu Leu Met Asp Trp Glu Gly Asn Arg Ala Tyr Ser Gln> 
. b b b ANGl FIBRINOGEN-LIKE DOMAIN b b- b ' b > 

370 .380 390 400 

*■ ■ * ♦ . * * . * *. * * 

TAT GAC AGA TTC CAC ATA GGA AAT GAA AAG CAA AAC TAT AGG TTG 
Tyr Asp Arg Phe, His lie Gly Asn Glu Lys Gin Asn Tyr Arg Leu> 
b b b A NGl FIBRINOGEN-LIKE DOMAIN h b b b > 
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Figure 3B 

410 420 430 440 450 

* * * * * * * * * 

TAT TTA AAA GGT CAC ACT GGG ACA GCA GGA AAA CAG AGC AGC CTG 

Tyr Leu Lys Gly His Thr Gly Thr Ala Gly Lys Gin Ser Ser Leu> 
^ -b b ANGl FIBRINOGEN-LIKE DOMAIN_b b b b > 

460 470 480 . 490 

* * * * .* ★ * 

ATC TTA CAC GGT GCT GAT TTC AGC ACT AAA GAT GCT GAT AAT GAC 
lie Leu His Gly Ala Asp Phe Ser Thr Lys Asp Ala Asp Asn Asp> 
J> _b ^b_^ANGl FIBRINOGEN-LIKE DOMAIN b b b b > 

500 510 520 530 540 

* ** * . * ♦ n ** 

AAC TGT ATG TGC AAA TGT GCC CTC ATG TTA ACA GGA GGA TGG TGG 
Asn Cys Met Cys Lys Cys Ala Leu Met Leu Thr Gly Gly Trp Trp> 
^ ^b_ ^b_^Gl FIBRINOGEN-LIKE DOMAIN b b b b > 

550 560 570 580 



r TTT GAT GCT TGT GGC CCC TCC AAT CTA AAT GGA ATG TTC TAT ACT 
Asp Ala Cys Gly Pro Ser Asn Leu Asn Gly Met Phe Tyr Thr> 

0- h ^b ^b ^ANGl FIBRINOGEN-LIKE DOMAIN b b b b > 

to. , ' . • • ^ ■■■■ "~: 

p 590 600 610 620 630 

. " ♦ * 1* ■ * ■ ■ * * ■ * * * 

,1 GCG GGA CAA AAC CAT GGA AAA CTG AAT* GGG ATA AAG TGG CAC TAC 

"'^ Ala Gly Gin Asn His Gly Lys Leu Asn Gly He Lys Trp His Tyr> , 

1 - -- b - b b " ANGl FIBRINOGEN-LIKE DOMAIN b b b ^ b ' > 

p 

o 



640 650 660 670 

* * * * * * * * * 
TTC AAA GGG CCA AGT TAC TCC TTA CGT TCC ACA ACT ATG ATG ATT 
Phe Lys Gly Pro Ser Tyr Ser Leu Arg Ser Thr Thr Met Met Ile> 
b b b ANGl FIBRINOGEN-LIKE DOMAIN b b b b > 

680 690 700 710 720 ■ 

* * * * * * * . .* * 
CGA CCT TTA GAT TTT GGC CCG GGC GAG CCC AAA TCT TGT GAC AAA 
Arg Pro Leu Asp Phe> 

A NGl FIBRIN O > 

Gly Pro Gly> 

c c__ .> . 

Glu Pro Lys Ser Cys Asp Lys> 
d d FC TAG d d > 

730 740 750 760 

* * * *. * * * * * 

ACT CAC ACA TGC CCA CCG TGC CCX GCA CCT GAA CTC CTG GGG GGA 
Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly> 
d_ d d d d d_FC TAG dj d.^ d d d d > 

770 780 790 800 810 

* * * * * * * ^ ^ 

.CCG TCA GTC TTC CTC TTC CCC CCA AAA CCC AAG GAC ACC CTC ATG 
Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met> 
d d d d^ d d FC TAG d d d d d d > 
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Figure 3C 

830 



840 



850 



ATC TCC CGG ACG CCT GAG GTC AC A TGC GTG GTG GTG GAG GTG AGC 
lie Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser> 
d d d d d d FC TAG d .d d _d d_ d, .> 



860 



870 



880 



890 



900 



,CAC GAA GAG CCT GAG GTC AAG TTC AAC TGG TAG GTG GAC GGC GTG 
His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val> 
d d d d d d FC TAG d d d d d d > 



910 



920 



930 



940 



f 

i. 

a 



GAG GTG CAT AAT GCC AAG ACA AAG CCG CGG GAG GAG CAG TAG AAC 
Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gin Tyr Asn> 
d d d d d d FC TAG d d d d d d > 



950 



960 



970 



980 



990 



AGC ACG TAG CGT GTG GTC AGC GTC GTC ACG GTC GTG CAC CAG GAC 
Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gin Asp> 
d d d d d d FC TAG d d d d d d > 



1000 



1010 



1020 



1030 



TGG CTG AAT GGC AAG GAG TAG AAG TGC AAG GTC TCC AAC AAA GCC 
Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala> , 



1040 



1050 



1060 



1070 



1080 



P 



CTC CCA GCC CCG ATC GAG AAA ACC ATC TCC AAA GCC AAA GGG CAG 
Leu Pro Ala Pro lie Glu Lys Thr lie Ser Lys Ala Lys Gly Gln> 
d d d d d d FC TAG d d d d d d > 



1090 



1100 



1110 



1120 



GCC CGA GAA CCA CAG GTG TAG ACC CTG CCG CCA TCC CGG GAT GAG 
Pro Arg Glu Pro Gin Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu> 
d d d d d d FC TAG d d d d d d > 



1130 



1140 



1150 



1160 



1170 



CTG ACC . AAG AAC CAG GTC AGC CTG ACC TGC CTG GTC AAA GGC TTC 
Leu Thr Lys Asn Gin Val Ser Leu Thr Cys Leu Val Lys Gly Phe> 
. d_ d d d d d FC TAG d d d d d d > 



1180 



1190 



1200 



1210 



TAT GCC AGC GAC ATC GCC GTG GAG TGG GAG AGC AAT GGG CAG CCG 
Tyr Pro Ser Asp lie Ala Val Glu Trp Glu Ser Asn Gly Gin Pro> 
d d d d d d FC TAG d d d d d d > 



1220 



1230 



1240 



1250 



1260 



GAG AAC AAC TAG AAG ACC ACG CCT GCC GTG CTG GAC TCC GAC GGC 
Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly> 
d d d d d d FC TAG d d d d d d > 
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Figure 3D 



1270 1280 1290 1300 

* * * ■■* •* * * * * 

TCC TTC TTC CTC TAG AGG AAG CTG ACC GTG GAG AAG AGC AGG TGG 
Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp> 
d d d d d d_FC TAG d d d d d d > 

1310 1320 1330 1340 1350 

CAG GAG GGG AAG GTC TTC TGA TGG TGG GTG ATG GAT GAG GCT CTG 
Gin Gln.Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu> 
d d d d d d FC TAG d d d d d d > 

1360 1370 1380 1390 

* * ★ " * * * *. * ,* 

CAC AAC CAG TAG AGG GAG AAG AGC CTC TCC CTG TCT GGG GGT AAA 
His Asn His Tyr Thr Gin Lys Ser Leu Ser Leu Ser Pro Gly Lys> 
d d d d d d FC TA G d d : d d d d > 

1400 1410 1420 1430 1440 

* * * * t ■ * * -* « 

GGG GGT GGG GGT TCT GGC GGG GCT TTT AGA GAG TGT GCA GAT GTA 
Gly Gly Gly Gly Ser Gly Ala Pro 
^G4S LINKER/ASG BRIDGE ( N > 

Phe Arg Asp Cys Ala Asp Val> 
A NSI FIBRINOGEN-LIKE__> 

1450 1460 1470 1480 

* * * * '* * * .* * 

TAT CAA GCT GGT TTT AAT AAA ACT GGA ATC TAG ACT ATT TAT ATT 
Tyr Glh Ala Gly Phe Asn Lys Ser Gly lie Tyr Thr lie Tyr Ile> 
f f If __ANG1 FIBRINOGEN-LIKE DOMAIN_f f f„ £ > 

1490 1500 1510 1520 1530 

* * * * * * *. * * 

AAT AAT ATG GCA GAA GGG AAA AAG GTG TTT TGG AAT ATG GAT GTG 
Asn Asn Met Pro Glu Pro Lys Lys Val Phe Cys Asn Met Asp Val> 
_f f f__ANGl FIBRINOGEN-LIKE DOMAIN_f f f > 

1540 1550 1560 1570 

■ ^ * .* * -* .* *■ * *. •* 

AAT GGG GGA GGT TGG ACT GTA ATA CAA CAT GGT GAA GAT GGA AGT 
Asn Gly Gly Gly Trp Thr Val lie Gin His Arg Glu Asp Gly Ser> 
• f f f__ANGl FIBRINOGEN-LIKE DOMAIN_f^ f _f _> 

1580 1590 1600 1610 1620 . 

* * * * * * * ♦ *. 

GTA GAT TTC CAA AGA GGC TGG AAG GAA TAT AAA ATG GGT TTT GGA 
Leu Asp Phe Gin Arg Gly Trp Lys Glu Tyr Lys Met Gly Phe Gly> 
f f f^_ANGl FIBRINOGEN-LIKE DOMAIN_f _f f f >* 

1630 1640 1650 1660 

* * ♦ * * * * *. * 

AAT CCG TGG GGT GAA TAT TGG CTG GGG AAT GAG TTT ATT TTT GGG 
Asn Pro Ser Gly Glu Tyr Trp Leu Gly Asn Glu Phe. lie Phe Ala> 
f f f ANGl FIBRINOGEN-LIKE DOMAIN_f f f > 
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Figure 3E 

1670 1680 1690 1700 1710 

* * * * * * * * * 

ATT ACC AGT CAG AGG CAG TAG ATG CTA AGA ATT GAG TTA ATG GAC 
lie Thr Ser Gin Arg Gin Tyr Met Leu Arg lie Glu Leu Met Asp> 
_f_ f f_ANGl FIBRINOGEN-LIKE DOMAIN_f f f f_ > 

1720 1730 1740 1750 

* * * * * * * * 

TGG GAA GGG AAC CGA GCG TAT TCA CAG TAT GAC AGA TTC CAC ATA 
Trp Glu Gly Asn Arg Ala Tyr Ser Gin Tyr Asp Arg Phe His Ile> 
f f f__ANGl FIBRINOGEN-LIKE DOMAIN_f f f f _> 

1760 1770 1780 1790 1800 

* * * * * ★ it * 
GGA AAT GAA AAG CAA AAC TAT AGG TTG TAT TTA AAA GGT CAC ACT 
Gly Asn Glu Lys Gin Asn Tyr Axg Leu Tyr Leu Lys Gly His Thr> 
- f f .f ' ANGl FIBRINOGEN-LIKE DOMAIN f f f f > 

1810 1820 1830. 1840 

* * * * * * ^ ^ ^ 

GGG ACA GCA GGA AAA CAG AGC AGC CTG ATC TTA CAC GGT GCT GAT 
Gly Thr Ala Gly Lys Gin Ser Ser Leu lie Leu His Gly Ala Asp> 
f l-f f ■ ANGl FIBRINOGEN-LIKE DOMAIN_f :f f f j> 

1850 1860 1870 1880 1890 

%4 * **.*,,** * * . . * 

i _ ^^'P GCT GAT AAT-GAC AAC TGT ATG- TGC AAA: TGT 

.'p, Phe Ser Thr Lys Asp Ala Asp Asn Asp Asn Cys Met Cys Lys Cys> 

f f f_ANGl FIBRINOGEN-LIKE DOMAIN_f f f f„ > 

p 1900 1910 1920 1930 
jf=^ . . * * * * ' * * . * 
Q GCe CTC ATG TTA ACA GGA GGA TGG TGG TTT GAT GCT TGT GGC CCC 
Li Ala Leu Met Leu Thr Gly Gly Trp Trp Phe Asp Ala Cys Gly Pro> 
f _f f__ANGl FIBRINOGEN-LIKE DOMAIN_f f f f > 

1940 1950 'I960 1970 1980 

* * * ■ * . * « * 

TCC AAT CTA AAT GGA ATG TTC TAT ACT GCG GGA CAA AAC CAT GGA 
Ser Asn Leu Asn Gly Met Phe Tyr Thr Ala Gly Gin Asn His Gly> 
. f .f_ f^_ANGl FIBRINOGEN-LIKE DOMAIN_f f f f ' > 

1990 2000 2010 . 2020 

* , * " * *■■*■. * . ■ * . * * ■ . 
AAA CTG AAT GGG ATA AAG TGG CAC TAC TTC AAA GGG CCA AGT TAC 
Lys Leu Asn Gly lie Lys Trp His Tyr Phe Lys Gly Pro Ser Tyr> 

; f f: f_ANGl FIBRINOGEN-LIKE DOMAIN_f_ t_ f £ . > 

2030 2040 2050 2060 

■ ' * * -k ' * * ■ ^ 

TCC TTA CGT TCC ACA ACT ATG ATG ATT CGA CCT TTA GAT TTT 
Ser Leu Arg Ser Thr Thr Met Met lie Arg Pro Leu Asp Phe> 
f f f _ANG1 FIBRINOGEN-LIKE DOMAIN_f f f _> 
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Figure 4A 

10 20 30 . 40 
..*•",*.* * ■* ^ ■ *■.' * ■ * . * . 
ATG TCT GCA CTT CTG ATC CTA OCT CTT GTT GGA GCT. GCA GTT GCT 
Met Ser, Ala Leu Leu lie Leu Ala Leu Val Gly Ala Ala Val Ala> 
a a a a TRYPSIN SIGNAL SEQUENCE a. -a a a.^ >^ 

50 60 70 80 90 

* ■ * ■ ♦ * * * * * ■ * 

■ AGA GAG TGT GCT GAA GTA TTC AAA TCA GGA CAG ACC ACA AAT GGC 
Arg Asp Cys Ala Glu Val Phe Lys Ser Gly His Thr Thr Asn Gly> 
b b b A NG2 FIBRINOGEN-LIKE nOMATN b b b b > 

100 110 120 130 

*■ ■ *'' * ' * * * , ..■.*' ■,:.*_ .. 

ATC TAG ACG TTA ACA TTC CCT AAT TCT ACA GAA GAG ATG AAG GCC 
.™ lie Tyr Thr Leu Thr Phe Pro Asn Ser Thr Glu Glu He Lys Ala> 
y b b b A NG2 FIBRINOGEN-LIKE DOMAIN_b_^b_ ^b ^b > 

.-: . ■ [ ~ ■ ■ , ' 

m 140 150 160 170 ' 180 



IP 



U 



TAG TGT GAC ATG GAA GCT GGA GGA GGC GGG TGG ACA ATT ATT CAG 
Tyr Cys Asp Met Glu Ala Gly Gly Gly Gly Trp Thr He lie Gln> 
b b b A NG2 FIBRINCX3EN-LIKE DOMAIN_b b b, — ^b. > 



J 19a 200 _ „ _ 210 _ _ ._220_ 

CGA CGT GAG GAT GGC AGC GTT GAT TTT CAG AGG ACT TGG AAA GAA 
Q Arg Arg Glu Asp Gly Ser Val Asp Phe Gin Axg Thr Trp Lys Glu> 

b b b A NG2 FIBRINOGEN-LIKE DOMAIN_b.^ ^b. b _b^_> 



230 240 250 260 270 



h^' TAT AAA GTG GGA TTT GGT AAC CCT TCA GGA GAA TAT- TGG CTG GGA 

Tyr Lys Val Gly Phe Gly Asn Pro Ser Gly Glu Tyr Trp Leu Gly> 
b b • b A NG2 FIBRINOGEN-LIKE DOMAIN_b .b. ^b ^b > 

280 290 300 310 
. * * * * * '* .* * * 
AAT GAG TTT GTT TCG CAA CTG ACT AAT CAG CAA CGC TAT GTG CTT 
Asn Glu Phe Val Ser Gin Leu Thr Asn Gin Gin Arg Tyr Val Leu> 
b- b b A NG2 FIBRINOGEN-LXKE DOMAIN_b_ ^b_ — b_ ^b 

320 330 340 350 360 

■ . ' ■ * * • * . * ,, ■ . * * ■ - * . * 

AAA ATA CAC CTT AAA GAC TGG GAA GGG AAT GAG GCT TAG TCA TTG 
Lys He His Leu Lys Asp . Trp Glu Gly Asn Glu Ala Tyr Ser Leu> 
b b b A NG2 FIBRINOGEN-LIKE nOMAIN b - b b b > 

370 380 390 400 

* ■ * * ' * * * * * * , •'* 

TAT GAA CAT TTC TAT CTC TCA AGT GAA GAA CTC AAT TAT AGG ATT 
Tyr Glu His Phe Tyr Leu Ser Ser Glu Glu Leu Asn Tyr Arg Ile> 
. b b b A NG2 FIBRINOGEN-LIKE DOMAIN_b ^b_l b b_> 



wo 00/37642 



PCT/US99/30900 



17/42 
Figure AB 

410 420 430 440 450 

* ★ * * * * * ★ * 

CAC CTT AAA GGA CTT ACA GGG ACA GCC GGC AAA ATA AGC AGC ATC 

His Leu Lys Gly Leu Thr Gly Thr Ala Gly Lys lie Ser Ser Ile> 
b b b A Mf^2 FIBRINOGEN-LIKE DOMAIN b b b b > 

460 470 480 490 

.... * * ■ * * * ■ . . * ■ ■■■.* * * 

AGC CAA CCA GGA AAT GAT TTT AGC ACA AAG GAT GGA GAC AAC GAC 
Ser Gin Pro Gly Asn Asp Phe Ser Thr Lys Asp Gly Asp Asn Asp> 
b b b A NG2 FIBRINOGEN-LIKE DOMAIN b b b b > 

500 510 520 530 540 

* * * * * * * * 

AAA TGT ATT TGC AAA TGT TCA CAA ATG CTA ACA GGA GGC TGG TGG 
Lys Cys lie Cys Lys Cys Ser Gin Met Leu Thr Gly Gly Trp Trp> . 
b b b A NG2 FIBRINOGEN-LIKE DOMAIN b b b b > 

O • 550 . 560 570 580 

* - ■ * ; * * • • * *■,,,.* ■ * ■' * 
pfj TTT GAT GCA TGT GGT CCT TCC AAC TTG AAC GGA ATG TAC TAT CCA 

Phe Asp Ala Cys Gly Pro Ser Asn Leu Asn Gly Met Tyr Tyr Pro> 
t:l b b b A NG2 FIBRINOGEN-LIKE DOMAIN b b b b > 

P 590 600 610 620 630 

^-1 CAG AGG CAG AAC ACA AAT AAG TTC AAC GGC ATT AAA TGG TAC TAC 

^ Gin Arg Gin Asn Thr Asn Lys Phe Asn Gly lie Lys Trp Tyr Tyr> 

- b - b b- A NG2 FIBRINOGEN-LIKE DOMAIN b K K Tb ~ > 



640 650 660 670 



TGG AAA GGC TCA GGC TAT TCG CTC AAG GCC ACA ACC ATG ATG ATC 



Trp Lys Gly Ser Gly Tyr Ser Leu Lys Ala Thr Thr Met Met Ile> 
b b b A NG2 FIBRINOGEN-LXKE DOMAIN b b b b > 

680 690 700 710 720 

* * * * * * * * * 

CGA CCA GCA GAT TTC GGG GGC CCG GGC GAG CCC AAA TCT TGT GAC 
Arg Pro Ala Asp Phe> 
^ ^_ANG2 FIBRINO__> 

Gly Gly Pro Gly> 
. GGPG BRI > 

Glu Pro Lys Ser Cys Asp> 
d FC TAG d d > 

730 740 750 760 

w * * . . ★ , . * , ■ * * . ★ 

AAA ACT CAC ACA TGC CCA CCG TGC CCA GCA CCT GAA CTC CTG GGG 
Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly> 
d d d d d d FC TAG d d ■ d d d d > 

770 780 790 800 810 

* * *. * .** *• * * * 

GGA CCG TCA GTC TTC CTC TTC CCC CCA AAA CCC AAG GAC ACC CTC 
Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu> 
d d d d d d FC TAG .d _d^ d d d d > 
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Figure 4C 

820 830 840 850 

* * -* * * * « * * 

ATG ATC TCC CGG ACC CCT GAG GTC ACA TGC GTG GTG GTG GAC GTG 
Met lie Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val> 
_cl_d_^d_ d d _d FC TAG d d d d d " d > 



, 860 . 870 880 890 " 900 

' * ' * *. * ■*. '*-' * * * 

AGC CAC GAA GAC CCT GAG GTC AAG TTC AAC TGG TAC GTG GAC GGC 
Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly> 
d d d d d d FC TAG d d d d d- d > 



t i: ' 

"i 
pi 



. 910 920 930 940 

■ • *; / * ■ ^ ' * * * - * ..*.*,,*' *-.*.•, 

GTG GAG GTG CAT AAT GCC AAG ACA AAG CCG CGG GAG GAG CAG TAC 
Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gin Tyr> 
d d d d d d FC TA G d id d d d d >" 

950 960 970 980 990 

AAC AGC ACG TAC GGT GTG GTC AGC GTC CTC ACC GTC CTG CAC CAG 
Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln> 
' d d d d - d d FC TA G d d d d d d > 

1000 1010 1020. 1030 

GAC TGG CTG AAT GGC AAG GAG TAC AAG TGC AAG GTC TCC AAC AAA 
%J Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys> 

..Z - . d -d d d d-d -FC TAG - d -d - d d- -d- d- > - 

f;;^ 1040 1050 loeo 1070 ioeo 

■ * . . . * . * * i. * ■ * ■ * 
Q GCC CTC CCA GCC CCC ATC GAG AAA ACC ATC TCC AAA GCC AAA GGG 

Ala Leu Pro Ala Pro lie Glu Lys Thr lie Ser Lys Ala Lys Gly> 

■ d d d d d d .„ FC TAG d d d d d d > 

. . 1090 1100 .1110 1120 

* .■ * ■* •* *■"'■ .* *■ 

CAG CCC CGA GAA CCA CAG GTG TAC ACC CTG CCC CCA TCC CGG GAT 
Gin Pro Arg Glu Pro Gin Val Tyr Thr Leu Pro Pro Ser Arg Asp> 
d d d • d d d FC TAG d d d d . d d > 

1130 1140 1150 1160 , 1170 

* , * ' , " * ■ ■ ' *■ * * ■ . •* * • * ■ * . ■ 

GAG CTG ACC AAG AAC CAG GTC AGC CTG ACC TGC CTG GTC AAA GGC 
Glu Leu Thr Lys Asn Glh Val Ser Leu Thr Cys Leu Val Lys Gly > 
d d d d d d FC TAG d d d d d d > 

* 1180 1190 1260 1210 ! 

* * * « it it . ie 

TTC TAT CCC AGC GAC ATC GCC GTG GAG TGG GAG AGC AAT GGG CAG 
Phe Tyr Pro Ser Asp lie Ala Val Glu Trp Glu Ser Asn Gly Gln> 
d: d d d d^ d^ FC TAG d d d d d d > 

, 1220 1230 1240 1250 1260 

■ * r * * ' * * . * * * , 

CCG GAG AAC AAC TAC AAG ACC ACG CCT CCC GTG CTG GAC TCC GAC 
Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser ,Asp> 
d_d: d d d d FC TAG d_ d d d d d > 
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Figure AD 



Ill 



1270 1280 1290 1300 

*' « * * * * ♦ * * 

GGC TCC TTC TTC CTC TAG AGO AAG CTC ACC GTG GAG AAG AGC AGG 
Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg> 
d d d d d d FC TAG ^ d d d d d > 

1310 1320 1330 1340 1350 
•* ★ * * * * * * * 
TGG GAG GAG GGG AAC GTC TTC TCA TGC TCC GTG ATG CAT GAG GCT 
Trp Gin Gin Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala> 
d d d d d d FC TAG d d d d d d > 

1360 1370 1380 1390 

* * * * * * * 

CTG CAC AAC CAC TAG ACG CAG AAG AGC CTC TCC CTG TCT CCG GGT 
Leu His Asn His Tyr Thr Gin Lys Ser Leu Ser Leu Ser Pro Gly> 
d d d d d d FC; TAG d d d d d d > 

1400 1410 1420 1430 1440 

* ♦ * * * * * ■* * 

AAA GGC GGT GGC GGT TCT GGC GCG CCT AGA GAG TGT GCT GAA GTA 
Lys> 

Gly Gly Gly Gly Ser Gly Ala Pro 
e G GGGSGAP RRTDGE e e > 

Arg Asp Cys Ala Glu Val> 

A NG2 FTBRTMOGEN- - > 

1450 1460 1470 1480 

* ■'* '* * * * 

TTC AAA TCA GGA CAC ACC ACA AAT GGC ATC TAG ACG TTA ACA TTC 
Phe Lys Ser Gly His Thr Thr Asn Gly lie Tyr Thr Leu Thr Phe> 
f f f A NG2 FIBRINOGEN-LIKE DOMAIN_f f f f > 

1490 1500 1510 1520 . 1530 

* ♦ '* * ' * * * ' * * 

CCT AAT TCT ACA GAA GAG ATC AAG GCC TAG TGT GAC ATG GAA GCT 
Pro Asn Ser Thr Glu Glu lie Lys Ala Tyr Cys Asp Met Glu Ala> 
f £ f A NG2 FIBRINOGEN-LIKE DOMAIN_f_ f f f > 

1540 1550 1560 1570 

* * ' ♦ * * ■ * * ' * * 

GGA GGA GGC GGG . TGG ACA ATT ATT CAG CGA GGT GAG GAT GGC AGC 
Gly Gly Gly Gly Trp Thr lie lie Gin Arg Arg Glu Asp Gly Ser> 
f f f_ANG2 FIBRINOGEN-LIKE DOMAIN_f f £ f. — _> 

1580 1590 1600 1610 1620 

* * * * * -* .* ■* * * 

GTT GAT TTT CAG AGG ACT TGG AAA GAA TAT AAA GTG GGA TTT GGT 
Val Asp Phe Gin Arg Thr Trp Lys Glu Tyr Lys Val Gly Phe Gly> 
£ f £ A NG2 FIBRINOGEN-LIKE DOMAIN £ £ _f f. > 

1630 1640 1650 1660 

* * ♦ ■ * *'*''♦ ♦ * ' 

AAC CCT TCA GGA GAA TAT TGG CTG GGA AAT GAG TTT GTT TCG CAA 
Asn Pro Ser Gly Glu Tyr Trp Leu Gly Asn Glu Phe Val Ser Gin> 

f f f__ANG2 FIBRINOGEN-LIKE DOMAIN_f f f f > 
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Figure 4E 

1670 1680 1690 1700 1710 

* ' * * * . , * . * ■ *. * * ' 
CTG ACT AAT CAG CAA CGC TAT GTG CTT AAA ATA CAC CTT AAA GAG 
Leu Thr Asn Gin Gin Arg Tyr Val Leu Lys lie His Leu Lys Asp> 
- — -f f_ f_ANG2 FIBRINOGEN-LIKE DOMAIN_f t _f f _> 

1720 1730 1740 1750 

* '* * * * . , * *■ . * * 
TGG GAA GGG AAT GAG GCT TAG TCA TTG TAT GAA CAT TTC TAT CTC 
Trp Glu Gly Asn Glu Ala Tyr Ser Leu Tyr.Glu His Phe Tyr Leu> 
f if ^ANG2 FIBRINOGEN-LIKE DOMAIN_f f_ f f > 

1760 1770 1780 1790 1800 

* * * * . * * * * * 
TCA AGT GAA GAA CTC AAT TAT AGG ATT CAC CTT AAA GGA CTT ACA 
Ser Ser Glu Glu Leu Asn Tyr Arg lie His Leu Lys Gly Leu Thr> 
f — — f f .ANG2 FIBRINOGEN-LIKE DOMAIN_f .f f f _> 

1810 1820 1830 1840 

* * * * * * * * ★ 

GGG ACA GCC GGC AAA ATA AGC AGC ATC AGC CAA CCA GGA AAT GAT 
Gly Thr Ala Gly Lys He Ser Ser He Ser Gin Pro Gly Asn Asp> 
. f f f__ANG2 FIBRINOGEN-LIKE DOMAIN_f [t f f > 

1850 I860 1870 1880 1890 

* * * * *■ * *. * * 
TTT AGC ACA AAG GAT GGA GAC AAC GAC AAA TGT ATT TGC AAA TGT 

^Phe Ser Thr Lys- Asp Gly -Asp Asn Asp Lys Cys Ile'Cys Lys Cys> 
f f ^f__ANG2 FIBRINOGEN-LIKE DOMAIN^f f ■• f f > 

1900 1910 1920 1930 

* * * * * * .* * * 
TCA CAA ATG CTA ACA GGA GGC TGG TGG TTT GAT GCA TGT GGT CCT 
Ser Gin Met Leu Thr Gly Gly Trp Trp Phe Asp Ala Cys Gly Pro> 
f f f__ANG2 FIBRINOGEN-LIKE DOMAIN_f,.: f f f > 

1940 1950 1960 1970 1980 

* * *, * *• * - * ■ * * 
TCC AAC TTG AAC GGA ATG TAC TAT CCA CAG AGG CAG AAC ACA AAT 
Ser Asn Leu Asn Gly Met Tyr Tyr Pro Gin Arg Gin Asn Thr Asn> 
f f f__jANG2 FIBRINOGEN-LIKE DOMAIN_f _f_ f f _> 

1990 2000 2010 2020 

* •* ■ * * * " * ■ *■'."*,..* 
AAG TTC AAC GGC ATT AAA TGG TAG TAC TGG AAA GGC TCA GGC TAT 
Lys Phe Asn Gly lie Lys Trp Tyr Tyr Trp Lys Gly* Ser Gly Tyr> 
-f ^ANG2 FIBRINOGEN-LIKE DOMAIN_f f__f_f, _> 

2030 2040 2050 2060 2070 

* .* * * *■ '* ■* . * * 
TCG CTC AAG GCC ACA ACC ATG ATG ATC CGA CCA GCA GAT TTC TGA 
Ser Leu Lys^ Ala Thr Thr Met Met lie Arg Pro Ala Asp Phe> • 

f f f_ANGi2 FIBRINOGEN-LIKE DOMAIN f f f ' > 
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Figure 5 
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Figure 6 

Molar Mass vs. Volume 
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Figure 7 
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Figure 8 
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Figure 9 
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Figure 1 1 
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Figure 12 



o 
fl- 
ea 



m 




o o t 

>^ so ^ 






wo 00/37642 PCT/US99/30900 

• '\ ..Figure. 13: - . '^-V v.":-!* - ' 





1 .2 3 4 5 6 7 8 -9 10 





wo 00/37642 PCT/US99/30900 



'to 



30/42 
Figure 14A 

10 20 . 30 40 

* *'*.. *■ *;*■ *■ * '* 

ATG GCT CGG CCT GGG GAG CGT TGG CTC GGC AAG TGG CTT GTG GCG 
Met Ala Arg Pro GlyGln Arg Trp Leu Gly Lys Trp Leu. Val Ala> 
a a„ELK-L ECTODOMAIN 1 (WITH SIGNAL PEPTIDE) a :a_^ > 

50 60 70 80 90, 

*.*. * * * * * '* ♦ 

ATG GTC GTG TGG GCG CTG TGG CGG CTC GCC AC A CCG CTG GCC AAG 
Met Val Val Trp Ala Leu Cys Arg Leu Ala Thr Pro Leu Ala Lys> 
a_ a_ELK-L ECTODOMAIN 1 (WITH. SIGNAL PEPTIDE) _a a _> 

100. 110 120 _ 130 

* *. * * ★ *" ■'* * .** 

AAC CTG GAG CCC GTA TCC TGG AGC TCC CTC AAC CCC AAG TTC CTG 
Asn Leu Glu Pro Val Ser Trp Ser Ser Leu Asn Pro Lys Phe Leu> 
a .a_ELK-L ECTODOMAIN 1 (WITH SIGNAL PEPTIDE) a a > 

140 150 160 170 ' 180 



ffl ' . AGT GGG AAG GGC TTG GTG ATC TAT. CCG AAA ATT GGA GAC AAG CTG 
Ser Gly Lys Gly Leu Val lie Tyr Pro Lys lie Gly Asp Lys Leu> 
a a_ELK-L ECTODOMAIN 1 (WITH SIGNAL PEPTIDE) a a > 



%1 
K i 



r90 * ' 200 " 210 - 220 ' - - ^ 

* * * * * * •* * 

GAC ATC ATC TGC CCC CGA GCA GAA GCA GGG CGG CCC TAT GAG TAG 
Asp lie lie Cys Pro Arg Ala Glu Ala Gly Arg Pro. Tyr Glu Tyr> 
a a_ELK-L ECTODOMAIN 1 (WITH SIGNAL PEPTIDE) a a. > 

230 240 250 260 270 

* ■* * * *. *. * * * 

TAC AAG CTG TAG CTG GTG CGG CCT GAG CAG GCA GCT GCC TGT AGC 
Tyr Lys Leu Tyr Leu Val Arg Pro Glu Gin Ala Ala Ala Cys Ser> 
_a a_ELK-L ECTODOMAIN 1 (WITH SIGNAL PEPTIDE) a a > 

280 290 300 310 

* * *" *■* *'■' *- ■*■ ■*■' 

AG A GTT CTC GAC CCC AAC GTG TTG GTC ACC TGC AAT AGG CCA GAG 
Thr Val Leu Asp Pro Asn Val Leu Val Thr Cys Asn Arg Pro Glu> 
a a_ELK-L ECTODOMAIN 1 (WITH SIGNAL PEPTIDE)_a a > 

320 330 340 350 360 

CAG GAA ATA CGC TTT ACC ATC AAG TTC CAG GAG TTC AGC . CCC AAC . 
Gin Glu lie Arg Phe Thr lie Lys Phe Gin Glu Phe Ser Pro Asn> 
a a_ELK-L ECTODOMAIN 1 (WITH SIGNAL PEPTIDE) a a > 

370. 380 390 400 

* * * •"*'.■■;* * * ' * * 

TAC ATG GGC GTG GAG TTC AAG AAG CAC CAT GAT TAC TAC ATT ACC 
Tyr Moc Gly Leu Glu Phe Lys Lys His His Asp Tyr Tyr lie Thr> 
a. a_ELK-L ECTODOMAIN 1 (WITH SIGNAL PEPTIDE) a a 





wo 00/37642 PCT/US99/30900 



31/A2 
Figure 14B 

410 420 430 440 450 

* * .* * * * * ^, ■ . 1, • 

TCA ACA TCC AAT GGA AGC CTG GAG GGG CTG GAA AAC CGG GAG GGC 
Ser Thr Ser Asn Gly Ser Leu Glu Gly Leu Glu Asn Arg Glu Gly> 
a a_ELK-L ECTODOMAIN 1 (WITH SIGNAL PEPTIDE) a a > 

460 470 480 490 

* * * * * ♦ * * * 

GOT GTG TGC CGC ACA CGC AGO ATG AAG ATC ATC ATG AAG GTT GGG 
Gly Val Cys Arg Thr Arg Thr Met Lys lie lie Met Lys Val Gly> 
a_ a_ELK-L ECTODOMAIN 1 (WITH SIGNAL PEPTIDE) a a ' > 

500 510 520 530 540 

* * * * * * * It *. 

CAA GAT CCC AAT GCT GTG ACG CCT GAG GAG CTG ACT ACC AGC AGG 
Gin Asp Pro Asn Ala Val Thr Pro Glu Gin Leu Thr Thr Ser Arg> 
a a„ELK-L ECTODOMAIN 1 (WITH SIGNAL PEPTIDE) a _a > 

550 560 570 580 

CCC AGC AAG GAG GCA GAC AAC ACT GTC AAG ATG GCC ACA CAG GCC 
Pro Ser Lys Glu Ala Asp Asn Thr Val Lys Met Ala Thr Gin Ala> 
a a_ELK-L ECTODOMAIN 1 (WITH SIGNAL PEPTIDE) a a _> 

590 600 610 620 630 

* ■* * •* * * *, * * 

CCT GGT AGT CGG GGC TCC CTG GGT GAC TCT GAT GGC AAG CAT GAG 
Pro Gly Ser Arg Gly Ser Leu Gly Asp Ser Asp "Gly Lys His Glu> 
. a_^.a_ELK-L ECTODOMAIN 1 (WITH SIGNAL PEPTIDE) a _a. > 

640 650 660 670 

* * * * « * •* « 

ACT GTG AAC CAG GAA GAG AAG AGT GGC CCA GGT GCA AGT GGG GGC 
Thr Val Asn Gin Glu Glu Lys Ser Gly Pro Gly Ala Ser Gly Gly> 
a __a_ELK-L ECTODOMAIN 1 (WITH SIGNAL PEPTIDE) a a _> 

680 690 700 710 720 

*■ * ** * * * *' * * 

AGC AGC GGG GAC CCT GAT GGC TTC TTC AAC TCC AAG GGC CCG GGT 
Ser Ser Gly Asp Pro Asp Gly Phe Phe Asn Ser Lys> 
ELK-L ECTODOMAIN 1 (WITH SIGNAL PEPTIDE) > 

Gly Pro Gly> 
b. Lb^_> 

730 740 750 760 

* * * * * *** t, * 

AAG AAC CTG GAG CCC GTA TCC TGG AGC TCC CTC AAC CCC AAG TTC 
Lys Asn Leu Glu Pro Val Ser Trp Ser Ser Leu Asn Pro Lys • Phe> 
c _c. c ;ELK-L ECTODOMAIN 2 (NO SIGNAL) c c c > 

770 ' 780 790 ^ 800 810 

* ♦ * * * * * * * 

CTG AGT GGG AAG GGC TTG GTG ATC TAT CCG AAA ATT GGA GAC AAG 
Leu Ser Gly Lys Gly Leu Val lie Tyr Pro Lys lie Gly Asp Lys> 
c __c c ELK-L ECTODOMAIN 2 (NO SIGNAL) c c c. > 
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Figure 14C 

820 830 840 850 

* ** * * 

GTG GAG ATC ATC TGC CCC CGA GCA GAA GCA GGG CGG CCC TAT GAG 
Leu Asp lie lie Cys Pro Arg Ala Glu Ala Gly Arg Pro Tyr Glu> 

—^C _c_ C_ELK-L ECTODOMAIN 2 (NO SIGNAL) c c c > 

860 870 880 890 900 

* , * . * * * * * . * - * 

TAG TAG AAG CTG TAG CTG GTG CGG CCT GAG GAG GGA GGT GCC TGT 
Tyr Tyr Lys Leu Tyr Leu Val Arg Pro Glu Gin Ala Ala Ala Cys> 
: _C C c ELK-L EGTODOMAIN 2 (NO SIGNALS c c C: > 

910 920 930 940 

• ' ■ * * * *' ■ * . * ■ ■ * . . * " 

AGC AC A GTT CTG GAG CCC AAC GTG TTG GTG ACC TGC AAT AGG CCA 
Ser. Thr Val Leu Asp Pro Asn. VaT Leu Val Thr Cys Asn Arg Pro> 
; 1.C C c. ELK-L ECTODOMAIN. 2 (NO SIGNAL) _c > 

950 960 970 980 990 

"* * * *■ * ■ * . 

GAG CAG GAA ATA CGC TTT ACC ATC AAG TTG CAG GAG TTG AGC CCC 
Glu Gin Glu lie Arg Phe Thr lie Lys Phe Gin Glu Phe Ser Pro> 
■ c _c C_ELK-L ECTODOMAIN 2 (NO SIGNAL.) c c c > 

P ■ ■ ^ 

1000 1010 1020 1030 



S ■ 



AAC TAG ATG GGC CTG GAG TTG AAG AAG CAG CAT GAT TAG TAG ATT 
Asn_Tyr Met,Gly Leu Glu Phe Ly^s JLys His His Asp Tyr Tyr Ile> 
c c c .ELK-L ECTODOMAIN 2 (NO SIGNAL) ' c c c > 

1040 1050 1060 ' 1070. 1080 



ACC TCA ACA TGC AAT GGA AGG CTG GAG GGG CTG GAA AAC GGG GAG 
Thr Ser Thr Ser Asn Gly Ser Leu Glu Gly Leu Glu Asn Arg Glu> 
P c c c. ELK-L ECTODOMAIN 2 (NO SIGNAL) c _c > 

1090 1100 ■ 1110 1120 

• * * * * * ♦ * * * 

GGG GGT GTG TGC GGG ACA CGC ACC ATG AAG ATC ATC ATG AAG GTT 
Gly Gly Val Cys Arg Thr Arg Thr Met Lys lie lie Met Lys Val> 
c c _c ELK-L ECTODOMAIN 2 (NO SIGNAL) c c C > 

1130 1140 il50 1160 1170 

* ■* * * * * * ♦ * 

GGG GAA GAT CCC AAT GGT GTG AGG GGT GAG GAG GTG ACT AGG AGC 
Gly Gin Asp Pro Asn Ala Val Thr Pro Glu Gin Leu Thr Thr Ser> 
C c .c ELK-L ECTODOMAIN 2 (NO SIGNAL) c _C_ c 

1180 1190 1200 1210 

* ■♦ * * * * * 

AGG CGG AGC AAG GAG GGA . GAC AA<: ACT GTC AAG ATG GCC ACA GAG 
. Arg Pro Ser Lys Glu Ala Asp Asn Thr Val Lys Met Ala Thr Gln> 
C cj c ELK-L EGTODOMAIN 2 (NO SIGNAL) c C _C _> 

1220 1230 1240 1250 1260 

* ■ * • * * * * *'* 

OCC CCT GGT AGT CGG GGC TGC GTG GGT GAG TGT GAT GGC AAG CAT 
Alri Pro Gly Ser Arcj Gly Ser Leu Gly Asp Ser Asp Gly l,yr> Mj5j> 
.C..„._c„„ELK-L I-:GT0D0MAIN 2 (NO SIGNAL) .,_.C.._._ rj 
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Figure 14D 

1270 1280 1290 1300 
■ * "■ * * * * ■ * * ■ ■* * 
GAG ACT GTG AAC CAG GAA GAG AAG AGT GGC CCA GGT GCA AGT GGG 
Glu Thr Val Asn Gin Glu Glu Lys Ser Gly Pro Gly Ala Ser Gly> 
c c C ELK-L ECTODOMAIN 2 (NO SIGNAL) _c C, > 

1310 1320 1330' 1340 1350 

* * . * « * * * '* * 

GGC AGC AGO GGG GAC CCT GAT GGC TTC TTC AAC TCC AAA GGC CCG 
Gly Ser Ser Gly Asp Pro Asp Gly Phe Phe Asn Ser Lys> 

_C c ELK-L ECTODOMAIN 2 (NO SIGNAL) c_ c ' > 

• Gly Pro> 

■ ■ ■/ ' ■ ■ ■ d > 

1360 1370 1380 1390 

GGC GAG CCC AAA TOT TGT GAC AAA ACT CAC ACA TGC CCA CCG TGC 
Gly> ' \ ■ ^ , ' 

O ■ * ■ "■ > . ' ■ .- ■ . : ' ■ ■; ; 

^3 Glu Pro Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys> 
iig e e e^ e_HUMAN IGGl FC TAG_^ e^ e. e_ e > 



h 



1400 1410 1420 1430 1440 

CCA GGA CCT GAA CTC CTG GGG GGA CCG TCA GTC TTC CTC TTC CCC 
Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro 
„e_ e e e HUMAN IGGl FC TAG e e e e e > 



l^j, 1450 1460 1470 1480 

1.,. *, * * * *- * *. * 

I J CCA AAA CCC AAG GAC ACC CTC ATG ATC TCC CGG ACC CCT GAG GTC 
W Pro Lys Pro Lys Asp Thr Leu Met lie Ser Arg Thr Pro Glu Val> 
N e_ e_ e _e. HUMAN IGGl FC TAG e__e _e ^e e _> 

^ 1490 1500 1510 1520 1530 

-* * * ■ * * * *. 

ACA TGC GTG GTG GTG GAC GTG AGC CAC GAA GAC CCT GAG GTC AAG 
Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Lys> 
e e e e_ HUMAN IGGl FC TAG e e e e e > 

1540 1550 1560 1570 

* ■ * ♦ * .*■■'*. * * ' it 

TTC AAC TGG TAC GTG GAC GGC GTG GAG GTG CAT AAT GCC AAG ACA 
Phe Asn Trp. Tyr Val Asp Gly Val Glu Val . His Asn Ala Lys Thr> 
_^ e ^e e e _HUMAN IGGl FC TAG_e^ e ' e ' e ^ e > 

1580 1590 1600 1610 1620 

■ ' *** * * * * ■* * 

AAG CCG CGG GAG GAG CAG TAC AAC AGC ACG TAC CGT GTG GTC AGC 
Lys Pro Arg Glu Glu Gin Tyr Asn Ser Thr Tyr Arg Val Val Ser> 
e e ' e. e .HUMAN IGGl FC TAG_e e e ^^e _e >, 

, . 1630 1640 1650 1660 

'■* *■ * '* ■* * *" * 

GTC etc ACC GTC CTG CAC CAG GAC TGG CTG AAT GGC AAG GAG TAC 
Val Leu Thr Val Leu His Gin Asp Trp Leu Asn Gly Lys Glu Tyr> 
e_ e e o _HUMAN IGGl FC TAG^o a e e ej 
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Figure 14E 



X670 1680 . 1690 1700 1710 

. ■ * * * ■ * * ' * * * . , *■ * 

AAG TGC AAG GTC TCC AAC AAA GCC CTC CCA GCC CCC ATC GAG AAA 
Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro lie Glu Lys> 
e_ e e_ e HUMAN IGGl FC TAG e_ e e e \> 

1720 . 1730 1740 1750 

,* ■* .*,■■■*, ... * ' * 

ACC ATC TCC AAA GCC AAA GGG CAG CCC CGA GAA CCA C AG GTG TAG 
Thr lie Ser Lys Ala Lys Gly Gin Pro Arg Glu Pro Gin Val Tyr> 
e e e e HUMAN IGGl FC TAG_e_ e_ e .e_ e > 

1760 1770 1780 179.0 1800 

ACC CTG CCC CCA: TCC CGG GAT GAG CTG ACC AAG AAC CAG GTC AGC 
Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gin Val Ser> 
^-^ V . e e e e _HUMAN IGGl FC TAG_e e e e e .> 

Uj . . _ ■ 

m 1810 1820 1830 1840 

CTG ACC TGC CTG GTC AAA GGC TTC TAT CCC AGC GAC ATC GCC GTG 
Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp lie Ala Val> 
^e 6: e e H UMAN IGGl FC TAG e e e e e_ _> 

1850 1860 1870 1880 1890 



m 



1^:=. ^ " * GAG TGG GAG AGC AAT GGG CAG CCG GAG AAC AAC TAG" AAG ACC ACG"' 



0 



Glu Trp Glu Ser Asn Gly Gin Pro Glu Asn Asn Tyr Lys Thr Thr> 
e e e e H UMAN IGGl FC TAG e e e e e > 

1900 , 1910 1920 . 1930 

CCT CCC GTG CTG GAC TCC GAC GGC TCC TTC TTC CTC TAC AGC AAG 
Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys> 
^e .e 6 e human IGGl FC TAG_e e '_e e e > 

1940 1950 1960 1970 1980 

CTC ACC GTG GAC AAG AGC AGG TGG CAG CAG GGG AAC GTC TTC TCA 
Leu Thr Val Asp Lys Ser Arg Trp Gin Gin Gly Asn Val Phe ^er> 
e _e e e HUMAN IGGl FC TAG_e e e e e > 

1990 2000 2010 . 2020 

TGC TCC GTG ATG CAT GAG GCT CTG CAC AAC CAC TAC ACG CAG AAG 
Cys Ser Val. Met His Glu Ala Leu His Asn His Tyr Thr Gin Lys> 
e e _e e HUMAN IGGl FC TAG. e e_ e e e > 

2030 2040 2050 

* * * ■ . * * 

AGC CTC TCC CTG TCT CCG GGT AAA TGA 
Ser Leu Ser Leu Ser Pro Gly Lys ***> 
^HUMAN IGGl FC TAG e. e >. 
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Figure 15A 



10 



20 



30. 



40 



ATG GCC ATG GCC CGG TCC AGG AGG GAC TCT GTG TGG AAG TAG TGT 
Met Ala Met Ala Arg Ser Arg Arg Asp Ser Val Trp Lys Tyr Cys> 
a EPHRIN-B2 ECTO DOMAIN 1 {WITH SIGNAL PEPTIDE) a > 



50 



60 



7.0 



.80 



90 



TGG GGA CTT TTG ATG GTT TTG TGC AGA ACT GCG ATC TCC AG A TCG 
Trp Gly Leu Leu Met Val Leu Cys Arg Thr Ala He Ser Arg Ser> 
a EPHRIN-B2 ECTO DOMAIN 1 (WITH SIGNAL PEPTIDE) a _> 



100 



110 



120 



130 



ATA GTT TTA GAG CCT 'ATC TAG TGG AAT TCC TCG AAC TCC AAA TTT 
lie Val Leu Glu Pro He Tyr Trp Asn Ser Ser Asn Ser Lys Phe> 
a_EPHRIN-B2 ECTO DOMAIN 1 (WITH SIGNAL PEPTIDE), a > 



140 



150 



160 



170 



180 



CTA CCC GGA CAA GGC CTG GTA CTA TAG CCA GAG ATA GGA GAC AAA 
Leu Pro Gly Gin* Gly Leu Val Leu Tyr Pro Gin lie Gly Asp Lys> 
a EPHRIN-B2 ECTO DOMAIN 1 (WITH SIGNAL PEPTIDE) a _> 



190 



200 



210 



220 



1^^ 



TTG GAT ATT ATT TGC CCC AAA GTG GAC TCT AAA ACT GTT GGC CAG 
Leu Asp He lie Cys Pro Lys Val* Asp Ser Lys Thr Val Gly Gln> 
a EPHR1N-B2 ECTO DOMAIN 1 (WITH SIGNAL PEPTIDE) a > 



230 



240 



250 



260 



270 



TAT GAA TAT TAT AAA GTT TAT ATG GTT GAT AAA GAC CAA GCA GAC 
Tyr Glu Tyr Tyr Lys Val Tyr Met Val Asp Lys Asp Gin Ala Asp> 
a EPHRIN-B2 . ECTO DOMAIN' 1 (WITH SIGNAL PEPTIDE) a _> 



280 



290 



300 



310 



AGA TGC ACA ATT AAG AAG GAG AAT ACC CCG CTG CTC AAC TGT GCC 
Arg Cys Thr He Lys Lys Glu Asn Thr Pro Leu Leu Asn Cys Ala>. 
.a_EPHRIN-B2 ECTO DOMAIN 1 (WITH SIGNAL PEPTIDE) a > 



320 



330 



340 



350 



3 60 



AGA CCA GAC CAA GAT GTG AAA TTC ACC ATC AAG TTT CAA GAA TTC 
Arg Pro Asp Gin Asp Val Lys Phe Thr He Lys Phe Gin Glu Phe> 
a EPHRIN-B2 ! ECTO DOMAIN 1 (VMTH, SIGNAL PEPTIDE). a >' 



370 



380 



.3 9 0 



400 



AGC CCT AAC.CTC TGG OCT CTA GAA TTT CAG AAG AAC AAA GAT TAC 
Ser Pro Asn Leu Trp Gly Leu Glu Vhn Gin Lys Asn Lys Asp Tyr> 
a___EPMRINrB2 ECTO DOMAIN 1 (V/ITil, SIGNAL PEPTIDE) a > 
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Figure 15B 

410 420. 430 440 . 450 

'"*'/--*,. * / ■ *^ * * * * ■ , * . ' * . 

TAG ATT ATA TCT ACA TCA AAT GGG TCT TTG GAG. GGC CTG GAT AAC 

Tyr lie lie Ser Thr Ser Asn Gly Ser . Leu Glu Gly Leu Asp Asn> 
• a EiPHRIN*B2 ECTO DOMAIN ' l .( WITH . SIGNAL PEPTIDES a > 

460 ... .'470 480 . ' 490 

* " *■'/■*■' ★ ■ ■ * * " _ * *'...*:■ 

GAG GAG GGA GGG GTG TGC GAG AGA - AGA GCC ATG AAG ' ATC Ctq ATG 
■Gin Glu Gly Gly Val Cys Gin Thr Arg Ala Met Lys lie Leu Met> ♦ 
\ j_a^EPHRIN-B2 ECTO DOMAIN 1 . (WITH SIGNAL PEPTIDE) -^a_> 

;V 500 - 510 ; . 520 ' / • 530 . , 540. 

, pJiA Gyr GGk CAA GAT GCA AGT TGT GOT GGA TCA GCC AGG AAT CAC' . : 
'Lys. Vai, Gly Gin Asp Ala 'ser Ser Ala Gly Ser 'Ala Arg Asn His> 
y a EPHRIN-B2 ECTO DOMAIN 1 (WITH SIGNAL PEPTIDE) __a 

y- . .550 560 * ,570 580 . 

. . * ^ * ■ ■ ■ * ■ * ' ■ . * ' ■ , * * .■ 

GGT CCA ACA AGA. CGT CCA GAG CTA GAA GCT GGT ACA AAT GGG AGA 
*Gly Pro Thr Arg Arg Pro Glu Leu . Glu Ala Gly Thr Asn . Gly Arg> 
a EPHRIN-B2\ ECTO DOMAIN 1 (WITH SIGNAL PEPTIDE) __a__> 

'590 . 600 610 620 „ 630 

*' *.■■,* * . * ■■**.-. *•'_,*■'_ jfc * . 
-^AGT-TCA -ACA -ACA- AGT-GGC TTT-GTG- AAG GGA AAT- GCA GGT -TCT- AGG- 
Ser Ser' Thr Thr Ser Pro Phe. Val Lys Pro Asn Pro Gly Ser Ser> 
a - EPHRiN-B2 , ECTO DOMAIN^ 1 (WITH SIGNAL; PEPTIDE) _^a > 

640 '650 660 670 

ACC GAT GGC AAC AGC GGG GGG CAT TCC GGG AAC * AAT CTC CTG GGG 
Thr Asp Gly Asn Ser Ala Gly His Ser Gly Asn Asn . Leu Leu Gly> 
a EPHRIN-B2 ECTO DOMAIN 1 (WITH SIGNAL PEPTIDE) __.a ; > 

' ■ 680 \ 690 ; ' 700 • . , ' 110 \ y ' 720 ; 

.* " - ■ * ' ■-* * ' * ' *■,.."'''.■*■'' * . ■ * 

GGC CCG GGA ATA GTT TTA GAG CGT ATC TAG TGG. AAT TCC TCG AAC 
Gly 'Pro Gly> • \ , ^: ; . 

b b > : ; ' . I - . ^ ■ . 

V lie Val Leu Glu Pro lie Tyr frp Asn Ser . Ser ' Asn> 

. ■ = ; ' . ,l_^EPHRIN-B2 ECTO DOMAIN 2 ( WITHOUT SI GNA^___> 

730' . ; : 740^ ' ; 750.. : " ! 760 . ' 

TCG AAA TTT .CTA CCC GGA CAA GGC CTG GTA GTA TAG CCA C AG ATA 
^ Ser Lys Phe Leu Pro Gly Gin Gly Leu Val , Leu . Tyr Pro Gln lle> 
; ^_EPHRIN-B2 ECTO DOMAIN . 2 ( WITHOUT SIGNAL PEPTI DE ) _e__> 

' - 770 - 780 .* - \ 790 ' 800 / V ' 810' 

Gf^A GAG /W^. TTG GAT ATT; ATT TGC GCC; AAj\ GTG GAG TCT AAA ACT- 
Gly, AJip I'V^i I^eu Asp lie lie- Cys Pro Lys Val Asp Ser Lys Thr> 
. Kl'HKIN- tj2 ECTO DOMAIN 2 ( WITHOUT SIGNAL PEPT] DE ) > 
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Figure 15C 

820 830 840 850 

** * * *■ * **'. * .'* .* 

GTT GGC CAG TAT GAA TAT TAT ,AAA GTT TAT ATG GTT GAT AAA GAC 

Val Gly Gin Tyr Glu Tyr Tyr Lys Val Tyr Met Val Asp Lys Asp> 

EPHRIN-B2 . ECTO DOMAIN 2 ( WITHOUT SIGNAL PEPTIDE) _e_> 



860 870 880 ' 890 



900 



CAA GCA GAC AGA TGC ACA ATT AAG AAG GAG AAT ACC CCG CTG CTC 
Gin Ala Asp Arg Cys Thr lie Lys Lys Glu Asn Thr Pro Leu Leu> 
. EPHRIN-B2 ECTO DOMAIN 2 ( WITHOUT SIGNAL PEPTIDE) _e > 

910 920 930 940 

. * * ■ * ' * '■■ . * . * * 
AAC TGT GCC AGA CCA GAC CAA GAT GTG AAA TTC ACC ATC AAG TTT 
Asn Cys .Ala Arg Pro Asp Gin Asp Val Lys Phe Thr lie Lys Phe> 
EPHRIN-.B2 ECTO DOMAIN 2 { WITHOUT SIGNAL PEPTIDE) _e > 

950 ,960 970 980 990, 



CAA GAA TTC AGC CCT AAC CTC TGG GGT CTA GAA TTT CAG AAG AAC 
p Ser Pro Asn Leu Trp Gly Leu Glu Phe Gin Lys Asn> 

EPHRIN-B2 ECTO DOMAIN 2 { WITHOUT SIGNAL PEPTIDE) e > 



p! 1000 1010 



1020 1030 



AAA GAT TAC TAC ATT ATA TCT ACA TCA AAT GGG TCT TTG GAG GGC 
Lys Asp Tyr Tyr lie lie Ser Thr Ser Asn Gly Ser Leu Glu Gly> 
- ^:_EPHRIN-B2—ECTO~ DOMAIN 2 ( WITHOUT SIGNAL' PEPTIDE)' _e_>"' 

1040 1050 1060 1070 1080 

* ■ * * * * * * « * • 
CTG GAT AAC CAG GAG GGA GGG GTG TGC CAG ACA AGA GCC ATG AAG 
Leu Asp Asn Gin Glu Gly Gly Val Cys Gin Thr Arg Ala Met Lys> 

P . EPHRIN-B2 ECTO DOMAIN 2 ( WITHOUT SIGNAL PEPTIDE) _e _> 

1090 / . 1100 1110 1120 

* . * ' * . ' ' * * ' ■ * , *■ .*■*.■ 
ATC CTC ATG AAA GTT GGA CAA GAT GCA AGT TCT GCT GGA TCA GCC 
He Leu Met Lys Val Gly Gin Asp Ala Ser Ser Ala Gly Ser Ala> 
^EPHRIN-B2 ECTO DOMAIN 2 ( WITHOUT SIGNAL PEPTIDE)_e > 

1130 1140 1150 1160 1170 

* * * * * * *■ * * 
AGG AAT CAC GGT CCA ACA AGA CGC CCA GAG CTA GAA GCT GGT ACA 
Arg Asn His Gly . Pro Thr Arg Arg Pro Glu Leu Glu Ala Gly Thr> 
_ — EPHRIN-B2 ECTO DOMAIN 2 ( WITHOUT SIGNAL PEPTIDE)_e > 

1180 1190 1200 1210 

AAT GGG AGA AGT TCA ACA ACA AGT CCC TTT GTG AAG CCA AAT CCA 
Asn Gly Arg Ser Ser Thr Thr Ser Pro Phe Val Lys Pro Asn Pro 
_EPHRIN-B2 ECTO DOMAIN 2 ( WITHOUT SIGNAL PEPTIDE) _c _> 

^'^-'^^ 1230 1240 1250 1260 

* * * •* * ■* 

GGT TCT AGC ACC GAT GGC AAC AGC GCG GGC CAT TCC GGG AAC AAT 
Gly 5>rr Sr.-r Thr Asp Gly Asn ^fiv Ala Cly His Sor Gly A.sn A:;n> 
Ki^MKJU -\i'A ECTO DOMAIN ?, ( W 1 THOUT. .'i f (;NAL PKI>TI UK) <: 
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Figure 15D 

1270 1280 1290 1300 

* ■ * * ; * * * * * * . * . 

CTC CTG GGG G GC CCG GGC GAG CCC AAA TCT TGT GAC AAA ACT CAC 

Glu Pro Lys Ser Cys Asp Lys Thr His> 
. c HUMAN IGGl FC TAG c c > 

Gly Pro Gly> 

■ _d d d >' 

Leu Leu Gly Xxx> 
e e; 

1310 1320 -1330 1340 1350 

* .* * * * * * ■ *■ * 

AC A TGC CCA CCG TGC CCA GCA CCT GAA CTC CTG GGG GGA CCG TCA 
Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser> 
c c c _c HUMAN IGGl FC TAG c c c c _c _> 

1360 1370 1380 1390 

' ■ * * * ' , * * * * * * 

y GTC TTC CTC TTC CCC CCA AAA CCC AAG GAC ACC CTC ATG ATC TCC 

Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met lie Ser> 
Wl - c c. c c HUMAN IGGl FC TAG c c c c c ;> 



m 
m 

i . . 

p 
E3 



1400 1410 1420 . 1430 1440 

* * * * * * .* * * 

CGG ACC CCT GAG GTC ACA TGC GTG GTG GTG GAC GTG AGC CAC GAA 
Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu> 
c c c .C_ HUMAN IGGl FC TAG c c c c_ c > 

- - - 1450 " , 1460 147P" 1480 ' 

GAC CCT GAG GTC AAG TTC AAC TGG TAG GTG GAC GGC GTG GAG GTG 
Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val> 
c c c _c HUMAN IGGl FC TAG_c: c c c_ c > 

1490 1500 1510 1520 1530 

* * * * * * *• * * 

CAT AAT GCC AAG ACA AAG CCG CGG GAG GAG CAG TAC AAC AGC ACG . 
His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gin Tyr Asn Ser Thr> 
c c c HUMAN IGGl FC TAG c c c c > 

1540 , 1550 1560 1570 

* * ♦ * * * "* * * 

TAC CGT GTG GTC AGC GTC CTC ACC GTC CTG CAC CAG GAC TGG CTG 
Tyr Arg Val . Val Ser Val Leu Thr Val , Leu His Gin Asp Trp Leu> 
c c c_ c __HUMAN IGGl FC TAG; .c c c c__ c_ > 

1580 1590 1600 1610 1620 
*. * * * * * *, .* , *. 
AAT GGC AAG GAG- TAC AAG TGC AAG GTC TCC AAC AAA GCC CTC CCA 
Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro 
c c c c _HUMAN IGGl FC TAG c_ c__ c__^_c c > 

. 1630 1640 1650 1660 

CCC CCC ATC GAG A/kIk ACC ATC TCC AAA GCC AAA GGG CAG CCC CGA 
Alci Pro Ilo,f;iu Lys Thr lie Ser Lys Ala Lys Gly Gin pho Ary> 

...C.. .. .c: ;._c .,;, .f:. ...._.HUMAN IGGl FC TAG„:.f:„„.C _c_ r: r.: 
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Figure 15E 

1670 1680 1690 . 1700 1710 

* ♦* * ** * ** 
GAA CCA CAG GTG TAG ACC CTG CCC CCA TCC CGG GAT GAG- CTG ACC 
Glu Pro Gin Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr> 
c:_ c c c _HUMAN IGGl FC TAG c. c c _c c > 

1720 1730 1740 1750 . ' . 

* * * '* * * * 

AAG AAC CAG GTC AGC CTG ACC TGC GTG GTC AAA GGC TTC TAT CCC 
Lys Asn Gin Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro 
C _c c c„ _HUMAN IGGl FC TAG c_ _c c c__c > 

1760. 1770 1780 1790 1800 

* * * * * * * * * 
AGC GAC ATC GCC GTG GAG TGG GAG AGC AAT GGG CAG CCG GAG AAC 
Ser Asp lie Ala Val Glu Trp Glu Ser Asn Gly Gin Pro Glu Asn> 

: — -<= -C_ .c c_ HUMAN IGGl FC TAG c. c c c c 

1810 1820 1830 1840 

^* * ♦ * * * * ■ * * 

AAC TAG AAG ACC ACG CCT CCC GTG CTG GAC TCC GAC GGC TCC TTC 
Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe> 

P C c c c _HUMAN IGGl FC TAG C__ c c c c > 

. . ■ 

H 1850 1860 1870 1880 1890 

t(. J . * ■* " * * ' * ■ * . * * ,' . * * • 

^ " . - TTC CTC TAG AGC. AAG CTC ACC GTG GAC AAG: AGC AGG TGG CAG CAG ^ 

3 , Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gin Gln> 

C_ c c, _c HUMAN IGGl FC TAG c c c c_ _c > 

B .. • . ' . . ■ ■ 

P 1900 1910 1920 1930 

Ll: * * * * '*.* *.** ★ 

1^ GGG AAC GTC TTC TCA TGC TCC GTG ATG CAT GAG GCT CTG CAC AAC 

Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn> 
^" <^ c c c HUMAN IGGl FC TAG c c c _c _c > 

1940 1950 1960 1970 

CAC TAC ACG CAG AAG AGC CTC TCC CTG TCT CCG GGT AAA TGA 
His Tyr Thr Gin Lys Ser Leu Ser Leu Ser Pro Gly Lys ***> 
c c .c. c HUMAN IGGl FC TAG .c c ^c. c_ > * 
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Figure 16 
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Figure 17 
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Figure 18 
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